02)»fffta*ft»ic»^u^r»iii**LfcHiBU« 



(19) tSIMnMPJr^rft 



(43) BRS^BHB 
2005 ^9^13 (01.09.2005) 




PCT 





II 





(10) BHE&IMH 

WO 2005/080322 Al 



(51) BlS&St&JI 7 : C07C 279/22, A61K 31/166, 

31/343, 31/351, 31/352, 31/357, 31/385, 31/41, 31/4168, 
31/4196, 31/421, 31/426, 31/438, A61P 25/06, 43/00, 
C07D 221/20, 233/88, 249/08, 257/04, 263/28, 277/18, 
277/28, 307/94, 309/06, 309/22, 311/96, 317/72, 339/06 



(21) mi&ajjsis-^: 

(22) UI&aJJglH: 



(25) mf&mmcDmm: 



(26) SlieftMaaiS: 



PCT/JP2005/002950 
2005 ^2 R 17 H (17.02.2005) 



pp 



oo) 

$#112004-044122 2004 ^2 H 20 H (20.02.2004) 



JP 



(71) fflllA( r *HSI»< ^TtDSSHfCOl^T): Uj^rt 
fiattt3C#a (YAMANOUCHI PHARMACEUTICAL 
CO., LTD.) [JP/JP]; T 1038411 KSfP* *B B 

Hi — T 1 3 S 1 1 Tokyo (JP). 

(72) S&ljfl%; t$£lf 

(75) «Bfl#/tHHIA(*HfC-D^T(D^;: 111 EH 5iit (YA- 
MADA, Hiroyoshi) [JP/JP]; T3058585 ^^S^O < \tW 
Sfl$ffi2 1 llj^rt»||lt***artlbaraki(JP).«* 
^te (ITAHANA, Hirotsune) [JP/JP]; =rl748612 JK^liB 

Tokyo (JP). SS8^ (MORITOMO, Ayako) [JP/JP] ; 
3058585 3fc«*0< fiffi»**<fi 2 1 



^}*5£^*±rt Ibaraki (JP). ^fl (MATSUZAWA, 

Takaho) [JP/JP]; =r 3058585 SSiO < [f rfrflP*J&<E 
2 1 Ujirt»||ttjC#art Ibaraki (JP).JSBa* — fi|5 
(HARADA, Koichiro) [JP/JP] ; T7141401 NUjK'JtBBS 
StMfflT** 1 3 8 9-2 Okayama (JP). H£ * 
35 (FUJIYASU, Jiro) [JP/JP]; =r 3058585 ^^S!lO < [£ 
m»*A<fi2 1 Lli£AKXtt5C*ttA Ibaraki (JP). 
SS ttH (KOGA, Yujl) [JP/JP]; =f 3058585 3E«»0 
<liffi»*#fi2 1 Lli£ABXttA*ttl* Ibaraki 



(JP). II R (OKU, Makoto) [JP/JP]; =f 3058585 
<tfm»*^£2 1 llj£rt«3i*5t*ai* Ibaraki 
(JP). |53 US *'J* (OKAZAKI, Toshio) [JP/JP]; T 3058585 

3E«*o<[£ffi»**<fi2 i uua:w»iii*jC#aw 

Ibaraki (JP). W&R & (AKUZAWA, Shlnobu) [JP/JP]; 
=F3058585 3S«*O< Ifm»***fi2 1 LJU2:i*«2g 
tti£#art ibaraki (JP). JJgffl (WATANABE, Toshi- 
hiro) [JP/JP]; =F 3058585 < l£rfT»*jb*£ 2 1 

LU£fti8^*jt^*±fl Ibaraki (JP). 

(74) itlA: $5 , ^(MORITA, Hiroshi et al.); f 

1748612 S|Cffi»lR*B£« = TB 17f 1§ |1|£ 
rtSJ^*3C#a A Tokyo (JP). 

(si) »3£ffu«^cDfc^isy. ^rcoBHcoBAaii^ 

Rite): AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, 
BW, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, DM, 
DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, HR, HU, 
ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, 
LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, 
NI, NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, 
SG, SK, SL, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, 
UZ, VC, VN, YU, ZA, ZM, ZW. 



(84) 



rr 



7b<"5I#E): ARIPO (BW, GH, GM, KE, LS, MW, MZ, NA, 
SD, SL, SZ, TZ, UG, ZM, ZW), J.-7V7 (AM, AZ, 
BY KG, KZ, MD, RU, TJ, TM), 3 — P V (AT, BE, 
BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, 
IE, IS, IT, LT, LU, MC, NL, PL, PT, RO, SE, SI, SK, TR), 
OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, 
MR, NE, SN, TD, TG). 



bp 



(54) Title: FLUORENE DERIVATIVE 
^3 (54) 5§IE<D€ffc: y^j-ls^mmfo 

(57) Abstract: A novel fluorene characterized by having a fluorene skeleton to which a functional group such as a guanidino group 
f*") is attached via a carbonyl group, or its salt. This compound has such an advantage as showing a high affinity particularly for 5-HT 2 r 
receptor and 5-HT 7 receptor, among serotonin receptor subtypes, and exhibiting an excellent pharmacological effect compared with 



oo 
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w m * 

if©BJf^^* s ^.bttSr. ^^raigi:5&oTV^S(J. Neurol. (1991) 238, S45-S52) c 

ISlfcfb'g^&fcJu 5-HT &MQWf9'{ ^i^c^LT^flfnttWU fl*o a 
5-ht fe*e y r s: yftg^liftfc 9 , 5-ht S^f*£^ Lti^ 

^^B?a-r^ 0 5-HT g&flcfe* 5-HTL^fc 5-HT 7 CO 7 o©7r5 J> — fc:3HK&*K 
Wfc 5-HT 2 S^f£» 5-HT2A^ 5-HT 2B 5-HT 2c ©HfiOt^^-f^^ kft 
T V n § (Pharmacol. Rev. (1994) 46, 157-203) o jtlS^l <D$&M\Z~D\,^X CO 5-HT ^ 
$H1< WfroTV^Sr. £#S^l£&;h,TV^5(Headache (1994) 34, 408-417) o $ &>fc, 
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5-ht ^mw^^i^m^^^Mnt>nm^(D^m^^^>^*^^^^ 

l^(Prog. Drug. Res. (1998) 51, 219-244) c 

5-HT igMfo^-f* 4^<DMM^#)m9tfi^#>hfhX%T^o fJ^»\ 5- 

ht 2B =f^^ bf^/v^e^ h mCPP H^^HIiikW^seMttS^^J 

-T 5 r t (Cephalalgia (2003) 23, 117-123)^, £ f c , 4f¥^f±(-^t5 5- 
HT 2B Stf (4 NO 5SHi^3ltjg-U NO ttHXttg^b© CGRP 
^ P ^(0#S^^7 0 ^- K05SR|5l:iE3ii-5 - t(J. Biol. Chem. (2000) 275, 9324- 
9331, Circ. Res. (1992) 70, 1313-1319)»^£tbTl^ 0 H^, 5-HT 2B S^f*^ 

51iRW^^ii,fn'tt^^ri-5{b^ (RS-127445) ^ffiWctb^T^vcot^-c, 

^^5l©^|^fFffl^^B^i-5^*^#^tLTV^ (D. W. Bonhaus ^, Clustar 
Headache and Related Conditions, H9# (^H) Oxford University Press (1999), 
278-286) o 

£7C, 5-HT 7 g^f*«HX#S^#^U (Neurosci. Lett. (2001) 302, 9-12), Jgf 
ifofipti 0^*3V>-C 5-HT \C in. 1? 3Jt IH -¥ L "C V ^ •§ (Eur. J. Pharmacol. 
(2002) 439, 1-11). ^V^^«mJkW^^e^ifflffiit^ffl^M-^bTV^5(Regiona.l 

Anesth. (1996) 21, 219-225)^ (D#^fo3o 

5-HT 1D , 5-HT 2B *5J:^5-HT 7 ^'frf«IIlfiL^i-# ; fe"t-6i 

'^fBg££;ftTV^ (FEBSLett. (1995)370, 2 15-221 ) 0 

— J? , £ tb^ t» }C5-HT 2 bS^#: KljgiRtfJ ft 5^^* Pt£ £ ^ri" £ 5-HT 2B g^f£f£ 

RS-127445 (British Journal of Pharmacology (1999) 127, 1075-1082), LY-266097 (J. 
Serotonin Res. (1996) 3, 131) , SB-200646 (J. Med. Chem.(1993) 36, 1104) , SB- 
204741 (J. Med. Chem. (1995) 38, 855) , SB-206553 (J. Med. Chem. (1996) 39, 
2773), SB-221284 (9th RSC-SCI Medicinal Chemistry Symposium (1997) PI (Poster), 
7 Sep) , EGIS-7625(Cardiovascular Drugs and Therapy (2003) 17, 427-434, 4-(^^"^ 
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(US2003 166672), 2-^^^~—^T % (WO2003068226) , 2-f7/- 

;VT^>WMW (WO2003068227) *£3&5#Jf btbSo 

T> 5-HT 7 31^^fe^b^^B#f3-f"S) tfSfrfetl/TlJStK 0H*Lfi£, DR-4004 (J. 
Med. Chem. (1999)42, 533). SB-269970 (J. Med. Chem. (2000) 43, 342-345) , SB- 
691673(Bioorg.Med.Chem. (2003) 13, 1055-1058), b UT/^/HS** ( 

Bioorg.Med.Chem. (2004) 14, 4245-4248), T 5 / 7 1 h 9 V ^WMit (J.Med.Chem. 
(2004) 47, 3927-3930), T $ / ? n i^^f* (J.Med.Chem. (2004) 47, 3927-3930) 
„ 11-7 ^^;VTt^^/V~7 4 ^fl^ffr (J.Med.Chem. (2001) 44, 1337-1340)^^ 

fcZfcflWS § (Nature Medicine (2002) 8, 1129-1135) „ * fc, 5-HT 7 SM*31iR#J 
mmt&mh (T* P^-ffc^ (American 

Chemical Society) 0228031*3 5 — T A fy&tit&s hXIII, 2004^, 22- 

26K), s.^MSi^WJ-^raj-efes-i: (r^y*#fe^^ (society of 



Neuroscience) 1998^, 24#, M, iWftft* 466.9) tf5 % 

TIB— ^"t?^ ^ia57 >-/V j/T - ^ft^ft^AMPA^vfEffl Sr U if IB 

i 

i 

u) 0 u&>ufease>, ^f^M*f*»R 3 i LrataE«r^r-t"SJi, ^iBiStttR 



O 



N(R\ 



R' 



N— X — R' 

I 2 

R 



i 
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{±nr 13 r 14 (R 13 sr^R 14 mAAz:bT7X^M^, ^r/ii). xtt;^ 

^ N -CK -S-XnCO-m, YtZffi^ -(CH 2 )m-#; W«:#^L&V^\ SJ1 

(#fF^Citt 1 ) fflB&&H!£&9/20599-§v'S h 
m&XWl2) iB^Ml00/17191^>'7Wyh 

TIB— (I) 7/v^-w#^ici^/i-#^;vK^«r^b 
^Sli'fk^tt, h = ySSS=ft:©t^^^ ^O + t?^*^ 5-HT 2B S^ffc&.'O 5 

5-ht 7 &mmz.m nmm < , 5-ht 2B » 5-ht 7 s^f* w^^ts^— 
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Ci3 TIE— (i) ^^&th&7j^ui/mMVfXn :: t(DmM^fo^t^£ 



AP^'y, -OH, -O-R 0 , -O-CO-R 0 , -NH 2 , -NR 6 -R°,-CN, -N0 2 , -CHO, - 
CONH 2 , -CO-NR 6 -R°, -C0 2 H, -CO 2 -R 0 , -CO-R 0 , -NR 6 -CO-R°, -NR 6 -C0 2 - 
R\ -0-CO-NR 6 -R 0 , -SH, -S(O) p -R 0 , -S(0) 2 -NH 2 , -S(0) 2 -NR 6 -R 0 , -NR 6 - 
S(O) 2 -R 0 , -R 00 -O-CO-R°, -R 00 -NR 6 -R°,-R 00 -CN, -R 00 -CONH 2 , -R 00 -CO-NR 6 - 
R°, -R 00 -CO 2 H, -R 00 -CO 2 -R°, -R 00 -CO-R°, -R 00 -NR 6 -CO-R° , -R 00 -NR 6 -CO 2 - 
R°, -R 00 -O-CO-NR 6 -R°, 1/9 nT/V^/VX^^^^I&fP^^^^o - - I- 

mZ'&'&mmu^y-vmtes frar/i^/K -oh, -o-r°, -nh 2 , -nr 6 -r°, 

RTjt^^-y (=o) <om$i&foz> i~2 

R° : [H— teSWc^&o-C, -OH, -O-C1.4 T/V^/V s -NH 2 , -NR 6 -Ci_ 4 T 

R 6 : IH— 5g=b< ftBHuS&o-C, {MT/V^yl/XteH ; 
R 00 : H3— mv< (iBMcll^ot, {g^T/I^V^ ; 
p : 0, 1 Xfi2 ; 
n : 0, 1 X(4 2 ; 
m : OXii 1 ; • 

R 1 RXI R 8 : i-XftSV^clI^o-C^ -H, -R°, ^nfl/^ -OH, -O-R 0 , -NH 2 , 
-NR 6 -R°, -NR 6 -C0-R°, -O-R 00 -OH, -O-R 00 -O-R°, v'^Pj^^/K 
fftfp^^pgjt, J^VMS R 7 ~BlXJ- R 8 ^— ^^t^o-C, Jr^V (=0), =N-OH, 




( I ) 
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=N-OR° RVf h7t Kn t^^yfy^b^SSJ; DS^^tbSSSr^ 

^t-c%J;<, r 7 ^ r 8 flcfcfto-c. -o, -s<p) p -, -nr 6 -& 

> 

Z : -NH- ; 

R 3 : -H^liR 0 ; RT* 

R 4 SlI5R 5 : [H— XteSV^m&oT, -H, -R°, -CO 2 -R 0 , -COR 0 , ^^tR 4 & 
T£ R 5 t/j;ot2 « SrT^ffc U R 4 R 5 tf s 5^ b T V ^ § -N-C-Z-2K 

^^5S^pat^EicbT%J:<, r<7> # Z fiJEK:, -0-XJ3 S- 

t&oTU<> 3i5Mt»«r;^/K -OH, -OR 0 , -NH 2 , -NR 6 - 

R°,;&o^^y (=0) i6^3&a i~2fi©«lft36T?lilji*ti/rvN'r i bJ:v^ 

^Tl^l*o) 

[3] b<(t sfrias: (i) 4b r 3 , R 4 ^R 5 ^v^^^-H-cfcsitr 

IE [23 IB*OHI^o 
[4 a] £ Q V < ^ R 7 ^R 8 ^^I-^b< (tBM^^ot, -H, -R°, - 
OH, -O-R 0 , -O-R 00 -OHXte-O-R 00 -O-R°^fe£^, R 7 JkXJ- R 8 k.?£ty 
' t^ylt'fcS^ ffjfB [3] fS^O^^f^o 
C4b] £?cte, R 7 WR 8 «i^ot, T-0-, -S(0) p -, -NR 6 -&^-CONR 6 - 

a»e>&5S¥<£ 9 l ~2{licD2^£^fr£;frTV^t>J:W.ga 

j^i"^, ftute [3] fB*fe<D^z£# 0 
[5] J;9£fl£b<te, n ^ i -C*fc<9, *>"O n R 1 #S-OH, -O-Ch 7;^/V> - 

NR 6 -Ci.4 T/v^vR^P^bftS^J; !9 51tR£;fr3£-eg$:£*Lfc: 

-fttT/^/K Xtt^^^^N -OH, -O-R 0 , -NH 2 , -CN, -CHO, -N0 2 T? 
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fc 5^-3*4^ ifcv^in;^ 0 7?&5iufB Cl] TZzM [4b]' fBftO^Mfc, 
[6] i^ftKtt, m^S 0 t?fc5S5IB[3]IEtt<^'fk^^ Xti m ^ 1 tfc !) , 
d^o R 2 tf3-R°5£L< tt^n^^-CfeSfJIB Cl] [5] SB*&tf>Bf3Mfc, 

/^l/^-2-^7^^=^f-5; h\ 9-^ n n-N-(^7 ^ / ^ f l/y)-9H-7/I/tV 
^-2-# /P^IJ- 5 F\ N-(i^7 5 /^fvy)-9-(t Kn^rW 5 7)-5-(t: R 

fvy)-9-t Kp ^^H^/v^-vy^-^/w^^t 5; F\ 'n-($?t 5; / y ^ 

y^f vy>9-t: Kn ^^-9-^ ^/W9H-:7/V;^ v;x-2-;#/V^^1?- 3: F (^6 

^£t£f£ A) , N-Cv'T ^/^fl/ >>9- t F cz ^ ">-9-^ ^/V-9H-7^^- V 
V-2-#/^>f-$ F Ofe^ffitttt B ) , N-(^7^y^fl'^t 0 n[l,3- 

4',5'-5?fc Ko-3'H-^ 1/^-9,2'- 7^ >-]-2-^> 5 F> N-(^ 

1/ > , )-4',5'- 5? t Kp -3'H-J* t° n [TVl^ U l/-9,2'-7 7 >~\-2-JJ /V 
tf^i^ F (7fe¥Sttf*A) , N-(^75;yf^y)-4',5'-^k Fn-3'H-^ 
fn[7;l't^y-9 ) 2'-7 7 V]-2-^7V/^>^5; F (^^ftf*B) N N-C^T 
5 7 y ^^^)^ n^n/^^-i^'-^/v^-i^^-^-^/i/^^i^^ F\ 

N-(^7 5 y^f Vy)-9-y h^v--9-y ^7V-9H- T 7 /^^-!/ ^-2-^/y^^rf- 5; 

Fs N-C^T 5; / y ^ V- V)-9-^-^-/y-9-^ h ^ ^-9H-7/V^"l^^-2-^7/V^^r 
F, N-(^75 / y f ^^)-5-7/l/tP-9-t Fn ^S/-9-y ^^-9H-^/v 
^-I/V-2-^7/l/^^rf-^ F, N-(^7^/^fW7)-5-7/^n-9-t Kn^ 
^.9.^^ 7 W9H-^/^l/^-2-^/^*>-y-5; F Ofc^*§t£fl£A) , N-(S*T 

^/ y ^l/V)-5-^^^-n-9-t Fn ^iy-9-y fvV-9H- ^-2-# /U/J? 
=¥^-5: F OWSttftB) % N-(^7 ? ; ^ f l/y)-5'-7/^n 7 t°n[l,3- 

^).5-^7/^^-n-9-y h^rv--9-y ^^-9H-77/V^-l/^-2-^7yV7]fdf--^^ F 0 
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l£fc, BU<dMI£ Ltft jt^-)lo^^M^cofcfe<^ CD ~ [7] lB«o 

^/l Ci] ~ C7] feiiW— jKS: (i) T?^^tt5 7/^v^^fr* 

(4) (D^/l^y hJt^P&X/W£*5V^T, RS-127445 S^- 

H!2tt, Wlftlfrife (4) ©*;^y b JtSC^^VM-^T, SB-269970 S# 

EI3fS, WBbfrjft (4) (D^EvW&y h^^f^VW-^V^ RS-127445 XTJ« 
SB-269970 HB#$:^H#£>S 6«tH4$r$!]/£ lstzM$k%:^-t ? 7 ^-Cfc^o ^fflft 

II 4 ft^Zfrfe ( 4 ) (D^/V^ y h ^M^^f^K^ \*C, HWJ 3 

oT \ &C7 )V \ t Ltfi, ^^d-s^TyV^r/V-CfeD^ 7<^/K 
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^&m.T/V^r=./vj t LTfi, C 2 . 6 (DT;v^r^;vm^-h <9 , b< r±tf=/K 
yvSirfeSc mmr/V^-^jU} t LTIls C 2 -6 ©T/v^^^t?S>!9 s £?l£b< 

1-;* 5vW2-:/p t; 0 ^/vS-efo6 0 

-efeS 0 ^t^>\ if wyR^n tv'y^tjift bi\ 

r^nTVl^/VJ iLT(l ^j=f b T V ^ T t> cfc V ^ C3-10 n 

■ 1 

b^S^fnJIfiSr lo^-Ay-ev^-Cti <fc 5 ~ 8 Mi&f b < fit— WlfefPcD^ 
t°y i?;Hf$)5o 

A/wc & £ 1^ 5 ~ 8 M&¥n^ b < ri— ff^ffifa©^«^f »S*-efc b 

< tt N fh7t Kp77^;K Th7tKPt°7=/K K'Pt^^M^ 
T-CK -S(0) p -. -NR 6 -&T^-CONR 6 -^ b^SHit) £tL31~2fB(Z>24ffi 
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T/V*r l/y©^^Xtt*^(-0-, -S(0) p -, -NR 6 -^t^-CONR 6 -^^^S^<J: 9 il 

^^^^.^^ i 2 ^as^fx^tbfc^&^i-o 0J*-ff, -(CH 2 ) 2 -, -(CH 2 ) 3 - 

, -(CH 2 ) 4 -, -(CH 2 ) 3 -0-, -(CH 2 ) 2 -0-(CH 2 ) 2 -, -(CH 2 ) 2 -S(0)-(CH 2 ) 2 -, -(CH 2 ) 2 -N(CH 3 )- 
(CH 2 ) 2 -, -0-(CH 2 ) 2 -CK -S-(CH 2 ) 2 -S-, -CH 2 -S-CH 2 - N X« CH 2 CONHCH 2 -#?<Z>S^ 
3* If fctb, & * b < tt-(CHa) 4 -x -S-(CH 2 ) 2 -S-, -(CH 2 ) 2 -0-(CH 2 ) 2 - , Xtt-(CH 2 ) 3 -0- 

»3\ #|B fcfStfeOj; 5 in vitro OgM^itio-CltH 

' Ki jit, #^^J:«9lHlb^#T^ff^4afcg.^^^^*5ttS IC 50 « 

^mm^m<D 5-ht 2B 5-HT7 s^f*— o^ufptt^^ogwf* i 

f^o^HfP'l4^^i-Ki'ffi^ : b< fiicsofflc*^ r^o^^j ^^fi-^jt^ 

hb^br i0^o'l^TTffe5»^Srffib, J: «9$f^b< S:©P 50#«oi£A 
T\ 3€&£0£b< telOO^Ol^T, J; «9 3Els:0* b< ^ 500 ^-0 l^T, 

i&*b< 1000^-^1 j^TT'fc So 

T'fc5 0 Hot, *W^i^LT^L<lia 1 , M^t^D 2 g^*^b 

tss&iHj frf i9ff*i/<fia n m x . d 2n 5-ht 1a , 5-ht 1b , 5- 

HT 2A , 5-HT 2o . 5-HT 3 , 5-HT 4 &t>*5-HT 6 ^f2M£;fr bT»&ttfcffc;'£4&-Cfc3o 
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, y i^=* 



5) O 

f 

H 





56a, 56b, 59a, 59b, 60a ^ 60b #flg) fc*3l^T, ^B#F^^g^^feV^ 



( I ) ^ 



ft*s. #38BJHb^'(i) ^^K^^xi^m^nxit^ (i) xtt 

P K7^^*Mt5Stttf^ Prog. Med. 5:2157-2161(1985)tei|5^$^tXV> 
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(: 



#!l X. ff ^ U — f(T. W. Greene) r> y S> (P. G. M. Wuts)^ „ TProtective Groups in 
Organic Synthesis 1999^, John Wiley & Sons) J fc|B<l0>ffc3li2£ 

ifcl^JfrM^MSfb-fS- i let (9, J^S©ffc#4fe3r»3£ i:flS"T»#5o 

t 

w r^mm its-m <d ft* ft fcfatife -r s 0 




r V r4 



Z (2) 




9 Y 



(1) CI) 

-^mm^^i (i) ^/v/jo-mx^^^M^tw^ffes (i) 



5 
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mfMt-^m (l) m*5V^T, L 1 OH -Cfo53Slli^■/^7i<^BfeS^fflv^5#^^^:«^ 
(1) kT^>-m^fc (2) ^^Ig^iJco^T-ej^TK^^^-iirS^fe^^ 

V^b^b-So ^©f^, SSf-^Jfc LT«U N,N'-v ? >'^n^i/;^M^ 5 K 
(DCCK l-[3-(^ 5 7 M jvyi-^jv-fr >vif^y^ (WSCK 

= 5 y/-^ (CDI), 2-(lH-^y^MJTy-/Wl-^;W)- 

1,1,3,3-T h7^f;^n- ?A ^^7/^5*^77" b (HBTUh 
^/vy^StT^K (DPPAh ^-driX^ky ^t^oTte. H»«IJ 

(f?!lx.«\ N-t Kn^^^W* K (HONSu) Xfe 1-t Ka^My/h 
y T^/V (HOBt) ^) U\ 
Rjfcttfc-g-ft (l) ^ T' 5 y^ft^ (2) i^ffb<li-*SrjiiMV^, 

/K 7l>7tKn777 (THFK i^^^tyf t<tt^^ h^v^x^y 
(DME) ^(£>;n— 7vMg. N,N-^^/^;VA7^ K (DMFh 9 J*7'A'*A''fc 

ifeV^^^rtb^Oii-a'^^-e, ^*PT~7JB^T, £?l£U<«, -20°C~60°CT? 

cDK^fefl^^fflv^S^^tt, (1) ^T^if^f* (2) 

^Wfcfcl (i7n!) KXfti^P 5 K30> P^zk^ (^nn^7i=;K p- 
V>y^/-/K HOBt, HONSu #^fflV^TPM-e# ^^^^^), «TA-^r/l- 
y/n }f;v^J-;vT ^ is, N-^ ^/V^/^ !iy, tf y v^^b < \± 4-(N,N- 
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%:$&m4k&yo ( I ) 4 I > -CR 7 R 8 -^-CH(OH)--e^$n^>fb^^(Ib)« N S^tB 

{i^^^fc/P^T'&S^^-ft:^ (la) «r»5£KJ&fc:tt-t-£ £ ti^iit 

I^AtM K^©t RIJ K»7CjiR| % X«RichardC. Larock^, TCompreliensive 
Organic Transformations J (1 989^ „ VCH Publishers, Inc.)f5*c <D Mt5£iJ # ffi V n b tl 

5£ (I) t\ R 7 RTfi R 8 jfiflJUfcoT-N-OR 0 ^i^mb^f^ SflEftHatf*;*- 

^ylti.l.^PJM (la) NH 2 -OR° t SrJWTkSNI^S^rSr. 

55: (1) tfr N r 7 a R 8 o^/Nn^y-efe5M*tt, ^«fi^- 




\ 'm r 3 r 4 

AM? T 




( I a) 



(lb) 
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Q S.t^ U ^V^-ftb^— ^^ s -Br s -CK -I Xtt O-SO2-CF3 «5 , ftfc^ 

^_b(OH) 2 Xtt BCO-ffijRT/^^/^ Sr^i-o R 10 ttttr/V^^li^y^^i 



&m (la) B:±|B©RjSiK^J;"5 543S-rS** s "e#«o 

Synth. Commun, 11, 513-519(1981), Synlett, 

6, 829-831(2000), JUS. Chem. Lett, 1405-1408(1989)fBife<D^"fetJ:«fc <9 ^Mi"^ £ 

fciST?#So 3tteJ£te> ^frt7p- 7 s ;v • ^yy^^SSSriiv^n^J: 

< % iiUJ. Am. Chem. Soc, 63, 1948(1941)fcfB*i©#ifea3#ff feftSo SfcffcR 
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4 




(15) (16) db) 



5£ (1) *K R 7 RTfi R 8 <D'>tb< h ^*sr/v^r/^T?&S'fb'^^ (lb) t± N 
J. Am. Chem. Soc, 63, 1948(1941)|B«^*fe : Sr##i- UT# ^5 V ^ 

(14) O^Wit^^^kU mfc^T/X^ Lfc&, 

TOrgnikumJ pl89, 1973, ->T / fb£OS« J. Org. Chem., 26, 2522(1961)^fflicO 




(1k) (ig) ( 1h ) 
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(5£^> n R l3 RU R 14 ftlStT/v^r^^ R 15 iiISS: 7/1^^ /i^X (i Ho © R 15 # s $f 

m%Mk&m (i) 4b r 7 sl^ r 8 bh—iv\z-&m(DmMM^ir%ik 

-gHfeite. (lc) «fc V Tjv^my^ ^—TMk, fr*—Mb, T^/ib, 

Mm<D^m&m^M&m^x?T5z.t&x*%%o ih^m aa) £<9 de) 

tert-^ h- U < fM^#I^±££cD#:feT> T/V^/H^J i t"C R 14 -L 2 £r 

fflv^-c^T^nSo x»*T/v=3f/Hbf±s r 14 -oh &m^^xm'\k£ki i ¥TxmiM-rz> 

_h|BHJSSS&^*5V>-C^ (lc) ^A-^iWW* (la) Sr 

(lc) ~ (lk) (D^fb^W-o^-CteU -COOR 10 S<£>JtfM*fI&- £ 9 ^Jfci - £ # A- 

^n^m'\^i^^M^(D^mih^m^'\kMcom^m^L-x^m^^ x* wmx 
^ r * x w ^ ~& ^ * v n fc m k 7 M h b b -r % # & > sfe v ^ « ^ 9 a^ 4 *** £ ffl 
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^BJ^^»«tL^K-lS^^^^^l-T*5«9, l£t", 5-HT 2B W5-HT 7 

(1) 5-HTzb S^frfe-^Uft 

(i) II^d b dPM 

t b 5-HT2BS^#:^*BJiattS:«t(FEBS Letters (1994) 342, 85-90) td^oT^JK 
bfc D stlS^AM^ HEK293-ENBA mf&&m>fe 0 

b fc fc b 5-HT2B S^f*^^ HEK293 -EBNA iM£r PBS(-)T?*5fc?£ bfc 0 
PBS(-)#&T*^>^^^JteSJ^b, TS'L^affi (1,000 rpm, 10 min, 4 °C) 
^J: «9 jfiBjaSriaflZUfep 5 mM Tris-HCl (pH 7.4)M«^#*T Polytron (PTA 10- 
TS)^^^^ 5 ^"^ X U ji'til (40,000 x g, 10 min, 4°C) b7C D 50 mM Tris-HCl 
(pH 7.4)Mr mftteT** V"TA if — t?!H» $ -frfco (40,000 x g, 10 min, 

4°C) <MtV\ 50 mM Tris-HCl (pH 7.4) ^H^U -80T^#fi:# bfc 0 ' 

(ii) S^f^M-o-^^ 

50 mM Tris-HCl, 4 mM CaCl 2 (pH 7.4)H«$b t b 5-HT 2B HEK293- 
EBNA »IlD n B , tf^ K[ 3 H]Mesulergine (3.1 TBq/mmol;) & "a tr Ml 

500^1 & 25°C-C 1 B#fHH ^^a^<— 2/3 ^b7c 0 jb£^« 100% DMSO ^ 
U ^^^«bfc 0 bM ritanserin^PfcTt?^^*^ U 

^|grg*&>&x ^#^^-^4^^b5IV^fc%0§r#^^-^*^ bfc 0 50 mM 
Tris-HCl £M?t (pH 7.4) 4 mL ^Px.T, GF/B ? 7 X 7 J /V? — T«J±?*i§ U 
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7 4 /V? — 2r n CM«$^$fci#-(4 mL x 3) b/c 0 7*7*7 4 — % 5 mL 
V^V— * (Aquasol-2) tit, »->yf U-^a ^V^-tMl^ 

* & so b ^ „ g^^-^^r 50%$&m-t zit^mm, ic 50 mn, sas (ver. 

Cheng & Prussoff<D:&; Ki=IC 50 /( 1 +[L]/[Kd]) ([L]: U ^fy KiS, [Kd]: fl?$t 

^IBUJSM 3 (Di^^U 1.8 nM (D Ki tt£r^bfc 0 HIW 4; 7. 8. 34. 

38, 56, 56a, 56b, 59, 60, 60a. 60b, 63, 71. 72, 77, 78a. 78b. 85 JSlX$ 87 
(Dlb-B-tyofe 0.1~350nM O Ki •fit^r^ bfc 0 
( 2 ) 5-HT 7 &3&ft$g'kM& 

a) mm&m ■ 

• t h 5-HT 7 g^#:^^BJi^»^:i^(J. Biol. Chem. (1993) 268, 31, 23422-23426, Br. 
J. Phaemacol. (1997) 122, 126-132)}C^oT^Lfc 0 jftfe^AifflflS CHO B 

i#*bfcfc b 5-HT 7 ^mWm% CHO SfefflJ&Sr PBS(-)T??5fci£bfco PBS(-)#&T 
7^7 1/— -eiBJja^rflJ^ u. ^'L^S (1,000 rpm, lOmin, 4 °C) ti^B^^r 
|S|I]3ibfc 0 5 mM Tris-HCl (pH 7.4)M««?£T Polytron (PTA 10-TS)T?**r >^ 
-YXb. at'fr&a (40,000 x g, 10 min,4°C) bfc 0 50 mM Tris-HCl (pH 7. 4)»T^ 
i^ftT*^ W f -TIS ^ *fco ^S'L^S (40,000 x g, 10 min, 4°C) £ffV\ 
50 mM Tris-HCl (pH 7.4) ^ (^IS b , -80°C b 7C 0 

(ii) gW^H^ 

50 mM Tris-HCl, 4 mM CaCl 2 (pH lA)W.Wlfc, t h 5-HT 7 g^f£l§^ CHO IfflflS 
jgc^Hfo^ 7 y jf> K[ 3 H]5-HT (3.40 TBq/mmol)£r^t?f£* 500 m 1 & 25°Cl? 1 

B#M^f y^^— y a y bfc 0 tt&tfofe 100% dmso K:^?b. £-$ft^te:*fr$Rb 

f^ o ^^^^ 10/zM metergoline #4Tt*©^ii: L, ^^1^?), 
^^^^j^^S^-^U^IVN^!^ OT^r*r#^e«JS^^«:^ bfc 0 50 mM Tris-HCl WM 
m (pH 7.4) 4 mL^^Px.T, GF/B 7**7* 7 4 /W — ^MJEISii b, 7 4^7 — 
%m Di»tT»(4mLx3)Lfc 0 7*7 *7 4 /l^7' £r 5 mL <A?£tfO V 5=- V— 
^ (Aquasoi-2) ^Sb iftyyf W>3y*7^^- -Cj&feftflB * £r ffill ^ b 
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fc a 50%PJ.*,-TS{b^#J*Jg. ICso^tt, SAS (ver. 6.11)£rffiVNT 

^mtemfofttirfc &mfcfctt-f~Z>&.%lfe&£ti- Ki flfttts Cheng & 

Prussoff <Z?5£; Ki=IC 50 /(l +[L]/[Kd]) ([L]: U KIS, |Xd]: Sr 

#IB»M 3 (Dfc&m-Z 17.6 nM©Ki ffi&^Lfco MMM 4, 7, 8, 

34, 38, 56, 56a, 56b, 59, 60, 60a, 60b, 63, 71, 72, 77, 78a, 78b, 85 
XT 87 (Dfc&tytlfe 0.4~310nM <D Ki 4ft Ufc 0 

(3) ffiO^^tC^i-SSfPtt 

3 (Dfc&VlKD 5-HT 1a , 5-HTi B , 5-HT 2A , 5-HT 2 c, 5-HT3, 5-HT4, 5-HT 6 , 
a is Mylk.lT D 2 SWf^^^Ufntt^r, (Journal of Neurochemistry 

(1986) 47, 529-540; Molecular Pharmacology (1982) 21, 301-314; European Journal of 
Pharmacology (1985) 106, 539-546; Journal of Pharmacology Experimental Therapy 
(1992) 263 ,1127-1132; British Jouurnal of Pharmacology (1993) 109, 618-624; 
Molecular Pharmacology (1993) 43, 320-327; Molecular Pharmacology (1989) 35, 324- 
330; Cellular Molecular Neurobiology (1988) 8, 181-191; European Journal of 
Pharmacology (1988) 173, 177-182) £rfflV^T?MSLfc 0 ^Ofem, *i\&to<0 
ICsoifite 5-HTia, 5-HT 1B , 5-HT 2A , 5-HT 2c , 5-HT 3 , 5-HT 4 , 5-HT 6 , a x , M t R 
TTD a <D&%b&W\Z'2^X&X 1 MMWefcofc. ^|B^Jfe#!l56, 59, 

60, 71, 72, 77 RXT 85 <Dft&m\£^\^X a 1 , M^TtV 2 <0&&&fc^<0&ftn 

$i±<D%k%:&*), ^mmmmmib^mn 5-ht 2B rxt s-m^m^m^m 

ft*3> TfEf«^te (4) ^fBtkbfc RS-127445 (2-Amino-4-(4-fluoronaphth- 
l-yl)-6-isopropylpyrimidine ; M^tt W097/44326 #Jf,) SB-269970 ((R)-3- 

(2-(2-(4-Methylpiperidin-l-yl)ethyl)pyrrolidine-l-sulfonyl)phenol ; M 3s 
W097/48681 <D#g^{*^0^,fnt4«^^fe t> , RS-127445 i-lttll 

British Journal of Pharmacology (1999) 127, 1075-1082 =fc 9 , ^M^t&XD 
5-HT 2B S^f*— © pKi « 9.5 "Cfe «9 , 5-HT 1A , 5-HT m , 5-HT 2A , 5-HT 2c , 5-HT 3 , 
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5-HT 6 , 5-HT 7 , o 1N M^^D^ffrftfL-C 1000 fg^-h 5-HT 2B 

^i&MS^fri/CV^o SB-269970 tMLTii, Mx.fi J. Med. 

Chem. (2000) 43, 342-345 «fc t> . %fflk&V>><D 5-HT 2B S^f*— CO pKi 8.9 T 
5-HT 1A , 5-HTbx 5-HT 2A , 5-HT 2B , 5-HT 2c > 5-HT 4 , 5-HT 6 , RtfD 2 

g^flc^fc:>tfLT 250 f&J^JL 5-HT 7 g^#:il^etn?fc§ CI i: «^£ixTV^ c 
(4). ^vl^Ey hJt^^^M^ttS^Bfc&J^ 

- i: &cl «£ V , )fm^<D^^}^W^a b fc t <£> "C 9 , Rachel A. 
Spokes, Vicki C. MiddlefelK European Journal of Pharmacology (1995) 281, 75-79lB<c 

j. i/^-t|ft^-/v^e y h(250-350g)^ r> v(i.5g/kg)£fltl£f*]i3:-^ (i.p.) • 

U J##bfc 0 ^ft»«*-^^-^3y?:lL, (FITC- 
BSA) 50 mg/kg ^lMrt4£^-(i.v.)U 5 #$H££iffi^7,kfc£ 5-HT 1 nM Sr ' 

f§*l*)l£-¥b7c 0 15 ^fH-M-^^R-m^frVV jftL?gSr?5fev^Ufeo RS- 

127445, SB-269970 RXlMMm 3 (Dik&m-Zm&fo^, t©i©iIMb^fi 
5ti]Lxy-<yf a >-ycfi pHll (D^S^Tk^T^ 37°CT 16 P#^^ ^=¥=. 

— (StlSB^* 485nm, SfcJ&ifcg 530nm)Kl-Cf£}fc3ltit SrMI^ Lfc„ Mlfift^*^ 

S^^-To /Vt\i. 5-HT ^^JPB#0^)fe5^, -rft*>^gM:£r^1-o 

HI 1 (C^i-J: 5 ^ S-KTzB^m^mk^-efoZ RS-127445 it 3mg/kg X*M 
mW&A<DM'>fc}%%7Fl'tz.h(D(D, 3mg/kg d>b lOmg/kg fcg^ftSrit^P bT 

El 2 £1^1- £ 5 fc> 5-HT 7 m%l&}&%Hb&%)X*$bZ> SB-269970 
lOmg/kg frbftRl&^L-f^. -tt^r 30mg/kg fc^-^*^rt|*P LT^ittMe* 
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% m w n £ t? r *f a * m ^ o rc 0 

— i3[^fj;5(^ RS-127445 3Stt^ SB-269970 <DpH^^£I^B#i-&^- 

^5^5^, ^:^eT : Vv^46V^T^b'a'^^S^:^^StI^^-f"*®*^^ RS- 
127445 fcoV^Tfci 3mg/kg, SB-269970 toV^Tft lOmg/kg "T? *> 3 £ i*** & ft 

f^^fc^f "J £tL&Z.k&mt>t>*kt£<z>1to - O^mti. 5-HT 2B ^ffc&tf 5- 
^(D^te, SiRttfc: 5-HT 2B S^ft^tru^ i 5-HT 7 &mO&ffiiftm Srfl^T 

H4^t«i: 5 m 3m g /kg ©j«ierta#-t?»wse*«rfa^^^wi®J bfc° 

3x7c, ^IBUJfef!! 56, 56a, 59, 60, 60a, 60b, 71, 72, 77, 78b, 85 RXI 87 
C7?<b^#3t), 10mg/kg3&L< 30mg/kg P S-¥-fc*5V^T, § 6 ?1 tU £ Kt£ 

J^i^KIJ; t>\ ^0^{b^^«5-HT 2B g^i*^^ffl^^5-HT 7 S^te^ 

— jKS: (I) t^^Wd^© l iXft 2®^±^f M^i: bttf t§ 
# £ m V ^ Taifif ftffl $ ft X V ^ 5 frfe J; o T f«-f 6 £ t x % 5 c tt fieg'J , 
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fsmtn. mm%k mmikzw x ? mmm, urti&u m^m. ^mL ®mm 

y n — /v, 3- y — 7l& (D£? liWtolb . ^ ^ / —;v(D& 5 ft T/v ^ —/MfiS> # y 

y/^b8 0 0S;fr£) «t 5 ft*U&$ite. iSb\zmm<k%L V5 

mMs mmffl, ftwm. ^mm, mmwmM^^x^xw ^.tih 
mw<Dm%tmmm\z.mM, mm^xmrn-r^^t bx%% 0 

01^b50mg/kg, £?;£L<teO. 01~30mg/kg, H(^*U< 
te N 0. 0 5~10mg/kg^MS4^i^ 1 0 ©S^ilt M 
^fc^)^0. OOOlWlOmg/kg, L < 0 . 0 0 1 — 1. Omg 
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1-a 

/V-2,4- ^ v- 7 — b £ #fc c FAB-MS : 3 1 3 (M+H) + 0 
l-b 

1M Tk^bi- b y 17 - £: £ 9 > 2'-y ^/Vt'7x^;V-2,4-^ 

^7/V^^^^#fc 0 FAB-MS : 257 (M+H) + 0 
1-c 

5_y =f- =3f y -9H- 7 /V^" 1/ y-2-7J /V/tf ^Sf#fc 0 FAB-MS : 239 (M+H) f 0 
2 

3>_y f;nf ^ /V-2/l-^#/V^^£##$i] 1-c ^Ilii^^SlLfcfL #*b 

ftfc@{£«M#i£T\ ^y — u^TVWbSrfro 

£ R: «fc 19 % m^/lx 6-y 7 i /^-9-^- :3 ry-9H-y>^-^^-2-7J7V#^rv'7— h [FAB- 
MS : 267 (M+H) + ], RXl^/^ ^;V-9-**V -911-7 As* \sls-2-1i /V-&d?is 
[FAB-MS : 267 (M+H) + ] & , ^- * #7c e 

« 

3 

###■(1 1-a ^ItltxT-/^ 3.^7 n n -2'-*^ 5 ;v 7 x x/M-^;v^> y 
£r$^tUfc 0 FAB-MS : 288 (M) + 0 
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j^/v 3-? n p -2' - * /i' 5 t° 7 1 ^ ;v-4-^7 7 - b £iBi£3S$H~ b 

p r>A, V 7k^i~ bV 7 A, 2-^^/V-2-y^>-^^ N tert-^^ J —JV — T 

a|?^i/V)tr7a:^yV'-2-^/V^>'SftS:#feo FAB-MS : 305 (M+H) + 0 

U%kfe&3$W 1-c XTJK##0!I 2 tlUm^bT^^ l-^ 7 n a-9-^^y-9H-7 
/V^- l/y-W/V^^r^ 7— h [FAB-MS : 287 (M+H) + ] N Rt/^^/V 3-^pp-9- 
^^y^H-^/W-I/V^-^/l^^v^ — h [FAB-MS : 287 (M+H) + ]&. ^Mit 

#%{3 | iJ 4-a 

y-9H-7/P^- U 1/-2-70 J^sS^m t * y^-V^tv THF %>.X\ -20°C 

^SftSr#fe. FAB-MS : 239 (M-H)" 0 
#%0iJ 4-b 

9-t Kp dri/-9-y ^■/V-9H-7/V^-W'>'-2-^7/V^>'^^^^7K^^ h JJ !7^> 

3 W^i* dmf tfi-e, y^A- 9-t Fn 

^V-9-7« f /V-9H- W 7 7 ^ h 3:#7c 0 FAB-MS : 255 (M+H) + 0 
4-c 

9/— ^4 , -e> tjp^T^^*^- t\z& r> ^ 9-y b^v^-9-y 

^-9H-7/l^l/y-2-#/l^> 5/7— h £#fc 0 FAB-MS : 269 (M+H) + Q 

#%#y 5 

y 7VV- 9-t ^/^-9H-7 r /l-^-l^y-2-7J/^# ;3 r'->'7— h ^tK*^ 

•f - b V y b^rv^^/V^n y KfcSr DMF tp N ^*&-eSJ&&itr5 - £fc«fc ■ 

#fc D FAB-MS : 298 (M) + 0 
6-a 

* 

THF *K 3-^ p p 7p ^ y-l-t-;H- ^ f ;w ^'^ i/ 7 ^ 7 X o 5 K&ffrJB£ 

S*H (ClMg(CH 2 ) 3 OMgBr) trS^MUfcc Cl*L3r#^0!l 4-a i: ^ttl^ tt 9-&* 
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y-9H-77Vi- 1/ y-2-^^#' 1 5^ ^ *fcf > nbthf- 9-t FP^v"-9-t K 
^v'-^n tVi--9H-^7^l^ ^-2-#/i^ Vggtr. #^lJ 4-b t mMl^B y-fby tM/ 

^^J; tK y^ 9-b Kndrv'^-fc K^r^n tVK9H-7;^ 

1/ ^-2-77 V 7 — h £r#fco FAB-MS : 297 (M-H)" 0 

###1] 6-b 

y.^vv 9-t Kndrv--9-t F d rv / 7 D n t:VV-9H- TVV;^ 1/^-2-^7 jV^Zci/y — 

y^A- 4',5'-v ? t: Kn-3'H-7 t° n [7/1/^- 1/^-9,2'- 7 7 ^-2-^/V^df- iX^— h 

£#7c 0 FAB-MS : 281 (M+H) + c 
7-a 

8-^ f ;k-9-t :3 ry-9H-7;L'tl/y-2-*/i/^ :3 rv'7'- h i: N-^n^;*. 
r^v-W? Kn 2,2'-7 y~ tf^ ^ y 7^ n ^ MJ ;l/ i ^ 1 1:\ TJDff&TK 

^t^iitat), y^A 8-7*n*^ ^/V-9-^-^ry-9H-77V^- W-2-77/1^ 

£r#fc 0 EI-MS : 330 (M)\ 332 (M+2) + D 

7- b 

y TVl' 8-7/n^y ^ u /V-9-^ -:3 ry-9H-7 7 /^^-l/ JVTS^c-sy — h £ 

f ;V7 ^ y (2M, y^y— »U7A^ THF 7?£OS £ 

5 t «£ ?k y^/v 8-^y f/i/7 ^ / y ^/i^-9-^-^y-9H-yyv^-v^-2- 

77 /vrt * is 9 — h &r#fc 0 FAB-MS : 296 (M+H) + Q 

8- a 

y ^VU 8-7/n^ey ^yV^-^^y^H-y/^^l/^^-T^/^^^rv-y-— b tWM 

v ^ t & dmf *k ^7?sj^^*§-^fc«t y^ 8-r-feh^-v-y 

^-/V-9-^-^r y-9H-y/V^" ^7- h^#fc 0 FAB-MS : 311 (M+H) + D 

##{?1J 8-b 

y f-fV 8-Ti? h ^iyy ^vW9-#-3r y-9H- ~7jV$r 1/^-2-77 /V*>-7 7 — h t 

8-t ^iyy ^/^-9-^^y-9H-y/v^i^y-2-77/v^^-->7-- b ^r#7t 0 fab- 

MS : 269 (M+H) + Q 
8-c 
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ay-fcy^VK mtMk&T^ b — hV/^*P, M&TKffc £^5 r. h \z. £ <0 „ y 

FAB-MS : 283 (M+H) + D 
9 

y<5vV 9-^-^-y-9H-7/V^-l/i/-2-^7/^^^v^7— b izlcSf'fb^ yn?7- b y y 

^ (- 9 x y ^vv 9-r7/V^-n-9H-7/V-^- vy-W/H^^V? 1 - b ^r#7c 0 
FAB-MS : 243 (M+H) + 0 
10 

yn 9-^-^-y-9H-^/V^-l^>'-2-^7/V#^->'^— b fc^^Ui/^U ^-/V, 

FAB-MS : 3 1 1 (M+H) + c 

ll 

Tir^yny K —/vf ^m.7?£Ofr£*5 - £ «fc D , 7p t> 

9,9- v>y b ^ V -9H- y /V V >'-2-*/V'^ ! ^->'7 — b ^:#fc 0 FAB-MS : 313 
(M+H) + 0 
12 

5-y/k^-n-9-^-^y-9H-^/V^"l/^-2-^7/V^^^^ l>x^yi?ft-^ H 

s'-y/^y-n * tr o [i,3--^^-7 y-2,9'-y/^vy>2'-#/i'^>'^£r#fc 0 esi- 

MS : 317 (M-H)" 0 
13-a 

ifcfefct&try ^y^7:\ iia-e^^5-i:i-i^ y^A- (9Ez>9-t Kn 

^ W 5 /-9H-y^^-T/^-2-7J/V-^>-y7— b &#fc„ FAB-MS : 254 (M+H) + Q 
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13- b 

^=f-;\^ (9EZ)-9-t Fn^rW 5 7 ^^rls^-l-ft svigZci/y *— h&i?3r 

^-^cf^ tK*^^#HMT> 10%/-? 7 ^7 Aj^*, M7KStm"e^Si^S- fctc 

* 

FAB-MS : 282 (M+H) + 0 

14- a 

2-^12*^7*^^^ n-^f/HJ ^<7-M1.58M, ^^f- ^ £r THF "ftr- 
78°CT'HiS^^^i#, v'^d^^ 7 THF £f 7JP ;t , £?S-eSJS £^<5 
^ ^ £ 9 N 1-tT -7 x. =-JV-2-4 n-*^* 7 — /V£#fc 0 EI-MS : 238 (M) + 0 

^3f#li 14-b 

J; 9 , * u-<>^ l/AF-^^Jr »]*#^t 0 EI-MS : 220 (M) + Q 

14-c 

^ If a[v-^ n-^^^ >--l,9'-7/V^-l/>']^rfflV^ J. Am. Chem. Soc, 80, 

i 

4327(1958)|B4fe^^fet?s ~? n MY, 5 r t K «t <9 , 2'-^ n fc° n [v-7 n 

V-l,9'-7^^-l>^]€r#fc 0 EI-MS : 298(M)\ 300 (M+2) + 0 
##$| 14-d 

2'./n^7 n^yf ls-\,9'-7 JV^r^^b^WMt % DMF ^t? N 7JP 

~ h y /l"£r#fc 0 ESI-MS : 246 (M+H) + Q 
g*?$0g 14-e 

^t°D[v'^o^y^ ^-1,9'- ^/V^-V-^-2'-^^^^ h y yVCD^:^ 7 — 

^-1,9'-^/^ W^]-2'-7^/I/^^Pi^#^ 0 ESI-MS : 263 (M+H) + D 
15 

2-^0^-4'-^ ^WhT 7x= /V^T- h7t Kn-4H-t°7 ^-4-^^^J^^- ^ Lt 
14-a iRl^i-R^^fTVV 4-(4'-7 ^;Hf7x^/K2--1 > ;l')T h7t K n -2H- 
^-4-^"- /V[EI-MS : 268 (M) + ]£#fc#, ##{^J 14-b £ HOlSt LT 2-7 3v>- 
2' ! 3 , ) 5',6'-T b 7 t KPT, fcfn 1° 7 >*][ESI-MS : 251 (M+H) + ]£r 
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p^/V 2',3\5',6'-x h 7 fc Fn^ W^-9,4'-t°7 X]-^;^^^? 

— h £r#fc 0 ESI-MS : 295 (M+H) + 0 
16-a 

ls-9,9-i?4 As*?* ^-U^ 1 >*sV~fc-r— h £r#fc 0 EI-MS : 382 (M) + D 



m.$&X*mm~r% * bTP[V* n:/n^:/-l,9'-:7^;^l/V]<gr#fc 

(EI-MS : 192 (M) + ) 0 E*««##09 14-c~14-e pSHSfc: UT.^ tTn \y? v zfv 

^a^--7 j^^-yyr-io jv^m^WM bfc c esi-ms : 235 (m-h)" 0 

#=%0U 17-a 

2-^n^e-9H-7/^^-V'^^.t! ? [(2-^ 0Pi b^ri/)^^/V]^<V-€V^ tert-^ 
h^^^y7^#^T> DMSO ^T^P^TKJ&^S- t\CX «9 , 9,9- tr* [2- 
(^Vv?/V^-df-V)3i^/l/]-2-yt3^E--9H-7/V^-l/>'^r#fc 0 FAB-MS : 535 (M+Na) + , 

537 (M+2+Na) + D 



14-d £EH3l©S'7V'fbU 3l#if^##M 14-e t |SJ^©*n*^FR*SiC «fc 

m--yjvar \s is-2-% ^ ^ ^ — h Sr#fc 0 fab-ms : 507 (m+h) + 0 



17-c 




17-b 
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CLtfc:«£*K zLf-fr 9,9- 1'^(2- 1 K p ^ i/^f;V)-9H- 7;Pi V 

l/"7~ Y &#fc (FAB-MS : 327 (M+H) + ) Q # btLfcft^^ b p- Wl^c>^/V7^~ 

[^/V^- 1/^-9,4'- JJ ^y]-2-^/^>^7- h Sf#rt 0 APCI : 308 (M+H) + G 
18-a 

tMj^AihafVKSST^ DMSO ^-C^a-CKJ&^S -tl-i 0 n 
A- 9,9- If J* ( t K n df- v-^ ^/V)-9H- 7 ?^ir \s 7-2-^^^' iXy — f £r#7c 0 
FAB-MS : 284 (M) + D . 
##M 18-b 

**f-sV 9,9-tf^(t K P ^ ^ ^ f/V)-9H- 7 V ^-2-^ ^ 7 - b t 

v) s ^ =5-)v 9,9-if ^({[tert-y^/H^ V ;v\%-%*s}* 3-/vym-7 jv^t 

iVTf^'yy— V £#fco FAB-MS : 513 (M+H) + c 

##{#119 

4--7 1 h^t Kn -2H- tT 7 '>!>A^p!) K (4- ^ n n t- b v t K n - 

2H- If 9 ^ £ T *s V & £> i: 9-^- y -9H- ^-2-?J jv-tf-y&fr 

^##M4-a^lH^^b-CM5tbfc9-t K n df- i/-9-(T b7t K n -2H 7 \f 9 >-4--f 
/U)-9H-7/W^-l^^-2-^/V^^^[FAB-MS : 309 (M-H)"] b Mjif;wy7 7^b 

4-^/V)-9H-7/V^-lx^-2-7J/^^^Sr#fc 0 FAB-MS : 291 (M-H)'„ 
#*TM20 

9. t K n dip- 5/-9-C7 1 h9K K n -2H- fc° 9 V-4--f /V)-9H- 7 V >^-2-7J /i^ 

4H-tf^ V-4--T y^>-)-9H- 7;V^l'y-2-i; /l^^&#fca FAB-MS : 294 (M) + a 
##M21-a 
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7 ^ =/HFAB-MS : 232 (M+H) + ]£#. r. (75= fnSlrittlTC L(6-77Ao<}-P-4'- 
^5VVtf7/^=/V-2-^/t^T5 >-|TEI-MS : 201 (M) + ]^^2»^, ^bfclf^KW 
-V— .RJ^^T^ ^P^^/V^-n^'-^ ^Vtr7 rc^/V?r#fc 0 EI-MS : 266 

(M) + , 268 (M) + c 
#%F!l21-b 

2-^n^-6-7?/i^o-4'-y f;Hf'7i-;Vir f7k K n -4H- 1° 9 ^-4-^ ^ £ 
£t-77*^/^y ^>7 7>. (1.48M, ^^Jt^y&W &fflV>T###]14-a£ 
£rtTfrV\ 4-(6-7/V^-n-4'-^ f/l/tT7x^ /V-2--T 7V)-r h 7 t K ^ -2H- 1° 7 
4-^— /V[EI-MS : 286 (M) + ]£r#. H^#%Ml4-b£ |H^t!lSJfeSftT'&V\ 5-7//V 
^-a-2-7< ^/W2',3',5',6'-^ b9K K * t:° n [77 1/ ^-9,4'- 1° 7 >] Sr#fc 0 
FAB-MS : 268 (M) + c 
#^M21-c 

5-7y^a-2-^ , ?-/^-2%3 , ,5',6'-9 : ' b7t K n * ^ ^-9,4'- V], 

N-^B^e^^^W 5 KIt>%2'-7y't^^ y^a= b y /v^Ett-fb^*^"?? 

5-7/V^-P-2%3',5%6'-^ t Kn;* t°n[ 7^1^1^-9,4'- tf^V]-2-# 
/l^T/V^t K [FAB-MS : 283 (M+H) + ]£r#fc 0 Si- - <Dik&%S%, W&MWt}- 

Tir b= b y /^-7kO^^«^ s mUX*RJfe£' : frZ>Z.bfc£<9 > 5-77 /v^-n- 
2',3' 5 5',6'-7 i h^t Kp^ f^fTA/V^ I/>--9,4'-fc:°7 >-]-2-7? ^^^#fc Q 

FAB-MS : 299 (M+H) + 0 

J^±0##-^!jt |Hil(-bT##M 22~111 (Dih&!%)&MTtLfCo ^HboM^ 

^tmm^\t^^m<D Table 1~6 ^"To 

HiSM l 

5-77/^n-9-^-df y-9H- 77/^ W ^-2-^7/^ 400 mg © DMF 20 ml 
CDI 402 mg £7Jn?t, 50°C^T 1 f$RQSfc#Lfc 0 ^T-^ 
^^ 743 mg ^nx., »-C^«#Ufc 0 ^SrW*^> tR^TJP^, ffWU 

fcmi$&, Uf/vtiy h^77>f- (7n^bV77^(S^^)s 
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/u^-u.g.^-^-y.gii.y ^^ru^-l-^J^^^-^ K 434 mgSr^feifrt LT#fc 0 

y-9H-7/^l/>--2-^7/V^V^3.35 g©^ f-;V*;l/AT 3: K (DMF) 
60ml^(^ l,l'-#/l^~A'vM' 2.67 g&MZ., S?amT2.25^MSt 

?A3.oo g ^n^ ^a^Ti.5R#^a#bfc»^7«T^r*o^, sm^r 

HJSM 3 

y y— /Hgffi 10 ml id, TkSHk^Urt- b V no mg £#nx., MUX 1 uffffl 

flfttlbfcSffc&^y— /V 30 ml fcigj&U 4M ^TK^-S^^^/V^ 0.2 
ml £#0x., 1.5 RfH39l#Lfc 0 £ Cfc|af«« U N-(^T 5 / ^ 

V).9_t jfn ^r^-9H-^/V^-^^-2-^/^^=¥f-3 KJftfifelft 380 mg 3rfi/fel3{£i: 

HJfeM 4 

N-(^T - y * K^^v'-9H-'7/V-^-l/> / -2-^7/^# :3 rf-5: K 480 mg 

©Sft^f wylii20mlt, 7M^n!) Kl.Og^D^ 30 # 

ra*#bfc 0 ^$££r®*^> *7^^p-7^77^ (i/y #^vv 60. y* 

^)-9H-7/^l/>--2-^7/^/^^r^5 K 155 mg 3:#?c 0 

HifiM 5 

HJfeM 1 h Wmc LTi^t Lfc tert-7^/V (2-{[(^T 3 / ^f^>-)T 
;V^^-;V}-9H-y jV^r\yly-9-< V 170 mg o y # J — 10 ml 

fc % 4M &te?!k*-ffl*^A4&?£ 2 ml SriP*., 60 o C"e 20 #fM#Lfc 0 * 
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mMn 6 

9H-y V^^/V^^-^ 5 K 490 mg <D^ $ J —M£$L 5 ml in, 4M ^fl^Tk 

/VSSS 1 ml ^PX., 2 B#W$S#Ufc 0 ?£»^5feU ItM 

5 K&Bfefi 250 mg £#fc 0 

H«!J 7 

^ff- 5 K 55 mg <D tf y v 5 3 ml t Kp^t *S)VT 5 ^££S&6& 20 mg £r73P 

^?at? io B#p H m#ufc 0 *-^^y-^$r*p^. wttib/c 

(9EZ)-N-(v ? T V)-9- 1 Kn^f ^/^-9H-"7/V^- 

wy-2-^;v#^t^ K 14 mg £r6-fe!l#:^ tttfcc 

HffiM 8 

N-(^r^y^f W)-9-t Kc 3:3 fi>'-9H-^/V^-V'^-2-^7/V/^^f-5; K 470 mg 
<D DMF |» 8 ml ^ (2R)-2-[(tert-^ b v^7l^~7V)T $ 7 ]-3-7 > 
M420 mg, l-p-C^y 5 S)Zf* \?;vy$-^;Vfr/Vi$*J>s( 5 K 400 mg 4- 

(N^-^f^T5 y)t°y ^V22 mgrtx., S£T?Hti#bfc 0 

♦ 

(ix y ^TrVw 60, ^;-;v/ypp*M) ttlbfc 0 #b^/c<fb^ 

^ 270 mg / — 7V 10 ml fcJgflPU 4M ^tK*-S^^^7H« 2 ml 

&>bn?U 40°C-e«a#L-fc o 2-7°n^y -/l^feB^JI^T? 

i £ ^ J: «9 s 9- 1 Kn = 3 rv'-N-[(2EZ,4S)-4-^ tVl^-S-;^ ^VU ^-2- 

^ y ^V-9H-^7l/^-l/>--2-^/^^^-f-5 30 mg £r#fc D 

9 

— v 5 ^ 1. 38g <5D DMF 8 ml h V h^^W* # S ~~ 
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(28%) 2.99 ml 1 B#^*#bfc Q ^OS^M^/V 6- 

^ y-9H-7/V^-UV-2-*/V#^f->7*— b 350 mg CO DMF 4 ml WW-Jt 

Mx.. 100°C^T 3 ^W»#bfe 0 ^?S.*T?St^b^ ag?jft&W3c8L A\ 
7K, 1M TkSMb^- h y 9 AzMSJfcSribq*., tfrfcfc} UfcH^Sr^ * / — 5 ml 

K 215 mg ^H-fe@f$^ ItHfc. 

^^^S^'tt^^^lBCD Table 7-18 Kl^i"o tlfB Table 19 Table 

: ^IB^'4 , ^IIJfeM56aS.U'56b, 60a^.t^60K 78a X.Tfi 78b CD 6 fb^fefi, 
7ir 5 LTKat'Ufc^G&fefll 56, 60 77 0#^k^Sr^fiH4* 

56nRU 56b 

fem# y A : CHIRALPAK AD-H, : 7 9 / -;W5?3if/V7 5 

HJfe^I 60a Sl0 60b 

fM *7A: CHIRALPAK OL #Sjtl : / — /W^^^/V-T 5 V 0 
78a Xt* 78b 

7 A : CHIRALPAK AD-H, ^WtfB : ^^i^>-/rn^ y \) ^/VT 5 

Me : /^/K Et : :e^vV, Bu : ./ ;V-7^/f/V, REx : ###)J#-*§\ Ex : ^Jfe 
0!l#-§-> Cmp : RSyn&tKSyn : M3tfe (Sfe^ttRlfiSfcfiiat bfc## 

^jf^(j?^Jfe^jft^^t 0 ) „ Str : flf 3t5£, Sal : % (USfBiSc : 7 U — ffc ; 

HQ : ; ^f±B^#©^/Wfc«ra*U 09*.^ 2HC1 numM^MM-f- 

§ 0 ) N Dat : ^Ste^lfttfetfc (FAB : FAB-MS, ESI : ESI-MS, EI : EI-MS, 

NMR : &M%$$fik*'<9 VAs (DMSO-d 6 , TMS rtMMV) <DfSM#}t£¥—? <D $ 
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(# ^2* : CHIRALPAK AD-H[0.46 cm ID. x25 cm], PSjffi, ^ ^ 7 —M*?^?- 
;V7 * ;/ = 100/0.1, $JfE3£ : 0.5 ml/min, : 20°C, : 260 nM), Proc.B : (# 

9 A : CHIRALPAK OJ[0.46 cm I.D. x25 cm], ^HtfB, J —jVI-y^^/VT $ ^ 

= 100/0.1, $JfE5S : 0.3 ml/min, W&t : 40°C, : 264 nM), Proc.C : (^7^ : 

CHIRALPAK AD-H [0.46 cm I.D. x25 cm], ^ft+S, ^^ffW^ ^ / — /W MJ^f 
yVT 5 ^ = 50/50/0.05, $S5l : 1.0 ml/min, jfiS : 25°C, : 257nM) 0 
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i 

Table 1 




REx 


RSyn 


R 1 


R 10 


Dat 

_™ — 


22 


1-a 


2'-F 


-Et 


ESI :317 (M+H) + 


23 


1-a 


3'-F 


-Et 


FAB : 317(M+H) + 


24 


1-a 


4'-F 


-Et 


FAB : 317(M+H) + 


25 


1-a 


2' -CI 


-Et 


FAB : 333 (M+H) + • 


26 




3'-Cl 


-Et 


FAB : 333 (M+H) + 


27 


1-a 


4' -CI 


-Et 


FAB : 333 (M+H) + 


28 


1-a 


3 '-Me 


-Et 


FAB : 313 (M+H) + 


29 


1-a 


3'-OMe 


-Et 


FAB : 328 (M) + 


30 


1-a 


4'-OMe 


-Et 


FAB : 329 (M+H) + 


31 


1-a 


2'-Et 


-Et 


ESI : 327 (M+H) + . 


32 


1-a 


2'-CF 3 


-Et 


FAB : 367(M+H) + 


33 


1-a 


2'-F, 5 '-Me 


-Et 


ESI : 331 (M+H) + 


34 


1-a 


2'-Me, 5 '-Me 


-Et 


ESI : 327 (M+ITf 


35 


1-b 


2'-F 


-H 


FAB : 261 (M+H) + 


36 


1-b 


3'-F 


-H 


FAB : 259 (M-H)' 


37 


1-b 


4'-F 


-H 


FAB : 261 (M+H) + 


38 


1-b 


2' -CI 


-H 


FAB : 277 (M+H) + 


39 


1-b 


3' -CI 


-H 


FAB : 277 (M+H) + 


40 


1-b 


4' -CI 


-H 


FAB : 277 (M+H) + 


41 


1-b 


3 '-Me 


-H 


FAB : 257 (M+H) + 


42 


1-b 


3'-OMe 


-H 


FAB : 271 (M-H)" 


43 


1-b 


4'-OMe 


-H 


FAB : 273 (M+H) + 


44 


1-b 


2'-Et 


-H 


FAB : 269 (M-H)" 


45 


1-b 


2'-CF 3 


-H 


FAB : 309 (M-H)" 


46 


1-b 


2'-F, 5 '-Me 


-H 


ESI : 273 (M-H)" 


47 


1-b 


2'-Me, 5 '-Me 


-H 


FAB : 269 (M-H)" 
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Table 2 




REx 


RSyn 


R 1 


R 2 


R 10 


Dat 


48 


1-c 


5-F 


-H 


-H 


FAB : 242 (M)* 


49 


1-c 


7-F 


-H 


-H 


FAB : 243 (M+H) + 


50 


1-c 


8-F 


-H 


-H 


FAB : 243 (M+H) + 


51 


1-c 


5 -CI 


-H 


-H 


FAB : 259 (M+H) + 


52 


1-c 


7-C1 


-H 


-H 


FAB : 259 (M+H) + 


53 


1-c 


8 -Me 


-H 


-H 


FAB : 239 (M+H) + 


54 


1-c 


5-Et 


-H 


-H 


FAB : 25 1 (M-H)" 


55 


1-c 


5-CF 3 


-H 


-H 


FAB : 291 (M-H) - 


56 


1-c 


7-OMe 


-H 


-H 


FAB : 255 (M+H) + 


57 


1-c 


5-F, 8-Me 


-H 


-H 


ESI : 255 (M-H)" 


58 


1-c 


5 -Me, 8-Me 


-H 


-H 


FAB : 251 (M-H)" 


59 


1-c 


-H 


1-C1 


-H 


FAB : 259 (M+H) + 


60 


1-c 


-H 


3-C1 


-H 


FAB : 259 (M+H) + 


61 


2 ' 


5-F 


-H 


-Et 


FAB : 271 (M+H) + 


62 


2 


8-F 


-H 


-Et 


FAB : 271 (M+H) + 


63 


2 


5 -Me 


-H 


-Me 


FAB : 253 (M+H) + 


64 


2 


6-OMe 


-H 


-Et 


FAB : 283 (M+H) + 

• 


65 


2 


8-OMe 


-H 


-Et 


FAB : 283 (M+H) + 


66 


2 


-H 


1-CI 


-Et 


FAB : 287 (M+H) + 


67 


2 


-H 


3-C1 


-Et 


FAB : 287 (M+H) + 


68 


4-b 


6-C1 


-H 


-CH 2 CH=CH 2 


FAB : 299 (M+H) + 


69 


4-b 


8-C1 


-H 


-OH 2 CH=CH 2 


FAB : 299 (M+H) + 


70 


7-b 


5-CH 2 NMe 2 


-H 


-Me 


FAB : 296 (M+H) + 


71 


8-a 


5-CH 2 OAc 


-H 


-Me 


FAB : 311 (M+H) + 


72 


8-c 


5-CH 2 OMe 


-H 


-Me 


FAB : 283 (M+H) + 
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Table 3 




OOR 



10 



REx 


RSyn 


R 1 


R 7 


R 8 


R 10 


Dat 


73 


4 -a 


-H 


-Et 


-OH 


-H 


FAB : 253 (M-H)" 


74 


4-a 


-H 


-Bu 


-OH 


-H 


ESI : 281 (M-H)" 


75 


4-a 


5-F 


-Me 


-OH 


-H 


FAB : 257 (M-H)" 


76 


4-a 


5 -Me 


-Me 


-OH 


T T 

-H 


EI : 254 (M) 


11 


4-a 


D-JC/T 


-IVJLc 


_OT-T 


-H 

JL JL 


FAB 267 (M-HV 


1 o 


4-a ' 


5-CF^ 


-Me 


-OH 


-H 


FAB : 307 (M-H)" 


79 


4-a 


■ 8 -Me 


-Me 


-OH 


-H 


FAB : 253 (M-H)" 


80 


4-a 


5-F, 8-Me 


-Me 


-OH 


-H 


FAB : 271 (M-H)" 


81 


4-a 


5-Me, 8-Me 


-Me. 


-OH 


-H 


FAB : 267 (M-H)" 


oo 


4-b 


-Jri 


-Ft 


-OH 


-Me 


FAB • 269 (M+H) + 


83 


4-b 


5-F 


-Me 


-OH 


-Me 


EI : 272 (M) + 


84 


4-b 


8-Me 


-Me 


-OH 


-Me 


EI : 268 (M) + 


85 


4-b 


5-F, 8-Me 


-Me 


-OH 


-Me 


FAB : 285 (M-H)" 


86 


4-c 


-H 


-Et 


-OMe 


-Me 


FAB : 283 (M+H) + 


87 


4-C 


5-F 


-Me 


-OMe 


-Me 


FAB : 287 (M+H) + 


88 
oo 


4-C 


8-Me 

O ±VJLt/ 


-Me 


-OMe 


-Me 


FAB : 283 (M+H) + 


89 


4-c 


5-F, 8-Me 


-Me 


-OMe 


-Me 


FAB : 301 (M+H) + 


90 


5 


-H 


-Me 


-0(CH 2 ) 2 OMe 


-Me 


EI : 312 (M) + 


91 


7-b 


5-F, 
8-CH 2 -NMe 2 


-Me • 


-OMe 


-Me 


FAB : 344 (M+H) + 


92 


7-b 


5-F, 
8- lye 


-Me 


-OMe 


-Me 


FAB : 388 (M+H) + 


93 


14-e 


-H 


-CH 2 OMe 


-CH 2 OMe 


-H 


ESI : 297 (M-H)" 


94 


14-e 


-H 


-(CH 2 ) 2 OMe 


-(CH 2 ) 2 OMe 


-H 


ESI : 325 (M-FI)" 


95 


14-e 


-H 


-(CH 2 ) 2 OBn 


-(CH 2 ) 2 OBn 


-H 


ESI : 477 (M-H)" 


96 


1-b 


-H 


-F 


-H 


-H 


FAB : 227 (M-H)" 
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97 


1-b 


-H 


-NHAc 


-H 


-H 


FAB : 268 (M+H) + 


98 


1-b 


-H 


-NHBOC 


-H 


-H 


FAB : 338 (M-H)" 


99 


1-b 


-H 


-(CH 2 ) 3 OH 


-OH 


-H 


EI : 284 (M) + 


100 


1-b 


-H 


-CH 2 OTBS 


-CH2OTBS 


-H 


FAB : 499 (M+H) + 



Table 5 




REx 


RSyn 


R° 


R 1 


R 10 


Dat 


101 


13-a 


-H 


-F 


-H 


FAB : 286 (M+H) + 


102 


13-a 


-Me 


-H 


-Pr 


FAB : 296 (M+H) + 



Table 6 




REx 


RSyn 


R 7 


R 8 


R 20 


Dat 


103 


5 


-CH 2 OMe 


-CH 2 OMe 


-H 


ESI : 255 (M+H) + 


104 


14-b 


-(CH 2 ) 2 0(CH 2 ) 2 - 


-Me 


FAB : 251 (M+H) + 


105 


14-c 


-CH 2 OMe 


-CH 2 OMe 


-Br 


ESI : 332(M+H) + , 
334 (M+H+2) + 


106 


14-c 


-(CH 2 ) 2 OMe 


-(CH 2 ) 2 OMe 


-Br 


FAB : 361(M+H) + , 
363 (M+H+2) + 


107 


14-c 


-(CH 2 ) 2 - 


-Br 


EI : 270(M) + , 
272 (M+2) + 


108 


14-d 


-CH 2 OMe 


-CH 2 OMe 


-CN 


ESI : 280 (M+H) + 


109 


14-d 


-(CH 2 ) 2 OMe 


-(CH 2 ) 2 OMe 


-CN 


ESI : 308 (M+H) + 


110 


14-d 


-(CH 2 ) 2 - 


-CN 


FAB : 218 (M+H) + 


111 


17-a 


-(CH 2 ) 2 OMe 


-(CH 2 ) 2 OMe 


-H 


FAB : 283 (M+H) + 
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40 




Ex 


Syn 


R 1 


Dat 


1 


1 


5-F 


NMR : 7.45-7.55 (3H, m), 7.73 (1H, d, J= 7.3 Hz), 
8.36 (1H, s). ; FAB : 284 (M+H) + 


2 


2 


-H 


NMR : 7.42 (1H, t, J= 8.3 Hz), 7.62-7.67 (2H, m), 
8.31 (1H, s). ; FAB : 266 (M+H) + 


9 


9 


6-Me 


NMR : 2.42 (3H, s), 7.22 (1H, d, J= 7.3 Hz), 8.29 
(1H, s). ; FAB : 280 (M+H) + 


10 


1 


7-F 


NMR : 7.46-7.51 (2H, m), 8.28 (1H, dd, ./= 7.8, 15 
Hz), 8.31 (1H, d, J= 1.2 Hz). ; FAB : 284 (M+H) + • 


i I 

11 


1 


8-F 


NMR : 7.21 (1H, ddd, J= 9.8, 8.3, 2.5 Hz), 7.70 (1H 
dd, J = 8.3, 5.3 Hz), 8.31 (1H, s). ; FAB : 284 (M+H) 


12 


2 


1-C1 


NMR : 7.43 (1H, t, J= 6.8 Hz), 7.62-7.69 (3H, m), 
7.75(1H, d, J= 7.8 Hz). ; FAB : 300 (M+H) + 


13 


2 


3 -CI 


NMR : 7.44 (1H, t, 7.3 Hz), 7.79 (1H, s), 7.94(1H, 
s). ; FAB : 300 (M+H) + 


14 


2 


5-C1 


NMR : 7.44 (1H, t, J= 7.8 Hz), 8.18 (1H, d, J= 7 8 
Hz), 8.37 (1H, d, J= 1.0 Hz). ; FAB : 300 (M+H) + 


15 


2 


7-C1 


NMR : 7.64 (1H, d, J= 1.9 Hz), 7.84-7.89 (2H, m), 
8.32 (1H, s). ; FAB : 300 (M+H) + ■ 


16 


i ' 2 


5-Me ' 


NMR : 2.61 (3H, s), 7.3 1 (1H, t, J= 7.6 Hz), 8.33 (1H, 
d, J= 0.9 Hz). ; FAB : 280 (M+H) + 


17 


2 


5-Et 


NMR : 1.29 (3H, t, J= 7.3 Hz), 7.36 (1H, t,J= 7.3 
Hz), 8.33 (1H, d, J= 1.4 Hz). ; FAB : 294 (M+H) + 


18 


2 


7-OMe 


NMR : 3.85 (3H, s), 7.69 (1H, d, J- 7.8 Hz), 8.26 
(1H, s). ; FAB : 296 (M+H) + 


19 


9 


6-C1 


NMR : 7.64 (1H, d, J= 7.3 Hz), 8.02 (1H, d, J= 1.5 
Hz), 8.33(1H, s). ; FAB : 300 (M+H) + 


20 


9 


8-C1 


NMR : 7.40 (1H, d, J= 7.8 Hz), 7.63 (1H, t, J= 7.8 
Hz), 8.32(1H, s). ; FAB : 300 (M+H) + 


21 


9 


8-Me 


NMR : 2.56 (3H, s), 7.19 (1H, d, J= 7.8 Hz), 8.27 
(1H, s). ; FAB : 280 (M+H) + 


22 


9 


6-OMe 


NMR : 3.92 (3H, s), 6.90 (1H, dd, J= 8.3 Hz, 2.0 Hz), 
8.26-8.27 (2H, m). ; FAB : 296 (M+H) + 


23 


9 


8-OMe 


NMR : 3.91 (3H, s), 7.61 (1H, t, J= 8.1 Hz), 8.26 (1H, 
s). ; FAB : 296 (M+H) + 


24 


9 


5-CH 2 NMe 2 


NMR : 2.45 (6H, s), 3.66 (2H, s), 8.32 (1H, d, J= 1.0 
| Hz). ; FAB : 323 (M+H) + 



l 
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25 


9 


8-CH 2 NMe 2 


NMR : 2.21 (6H, s), 3.85 (2H, s), 8.25 (1H, d, J= 1.4 
Hz). ; FAB : 323 (M+H) 


26 


9 


5-CH 2 OH 


NMR : 4.84 (2H, d, J= 4.4 Hz), 7.41 (1H, t, J= 7 4 
Hz), 8.32 (1H, d, J= 1.4 Hz). ; FAB : 296 (M+H) 


27 


9 


8-CH2OH 


NMR : 4.94 (2H, d, J= 5.9 Hz), 7.55 (1H, dd, J= 7.8, 
1.0 Hz), 8.25 (1H, s). ; FAB : 295 (Mf 


28 


9 


5-CH 2 OMe 


NMR : 3.42 (3H, s), 4.75 (2H, s), 8.34 (1H, d, J= 1.4 
Hz). ; FAB : 310 (M+H) + 


29 


9 


8-CH 2 OMe 


NMR : 3.40 (3H, s), 4.86 (2H, s), 8.26 (1H, s). ; FAB : 
3 1 0 (M+H) + • 



Table 9 




Ex 


Syn 


R 1 


Sal 


Dat 


3 


3 


-H 


HC1 


NMR : 5.59 (1H, s), 7.40-7.49 (2H, m), 8.23-8.28 
(2H, m). ; FAB : 268 (M+H) + 


30 


3 


5-F 


HC1 


NMR : 5.67 (1H, s), 7.30 (1H, t, J= 8.3 Hz), 8.28 
(1H, s). ; FAB : 286 (M+H) + 


31 


3 


7-F 




NMR : 5.49 (1H, d,J= 7.3 Hz), 7.18-7.26 (1H, 
m), 8.32 (1H, s). ; FAB : 286 (M+H) + 


32 


3 


8-F 




NMR : 5.48 (1H, d, J= 7.8 Hz), 7.14 (1H, ddd, J = 
9.8, 8.3, 2.4 Hz), 8.33 (1H, s). ; FAB : 286 (M+H) + 


33 


3 


1-C1 


HC1 


NMR : 5.67 (1H, s), 7.43-7.49 (2H, m), 7.65 (1H, 
dd, J= 6.3, 2.0 Hz). ; FAB : 302 (M+H) + 


34 


3 


3 -CI 


HC1 


NMR : 5.56 (1H, s), 7.42-7.48 (2H, m), 8.13 (1H, 
s). ; FAB : 302 (M+H) + 


35 


3 


5 -CI 


HC1 


NMR : 5.63 (1H, s), 7.65 (lH,d, J= 6.8 Hz), 8.29- 
8.31 (2H, m). ; FAB : 302 (M+H) + 


36 


3 


6-C1 


HC1 


NMR :5.59 (1H, s), 7.47 (1H, dd, /= 8.1, 1.7 Hz), 
8.08-8.10 (2H, m),. ; FAB : 302 (M+H) + 


37 


3 


7-C1 


HC1 


NMR : 5.59 (1H, d, J= 7.3 Hz), 7.65 (lH,s), 8.27 
(1H, s). ; FAB : 302 (M+H) + 


38 


3 


8-C1 


HC1 


NMR : 5.70 (1H, s), 7.49 (1H, t, J= 7.8 Hz), 8.25 
(1H, s). ; FAB : 302 (M+H) + 


39 


3 


5-Me 


HC1 


NMR : 2.67 (3H, s), 5.54 (1H, s), 8.27 (1H, s). ; 
FAB : 282 (M+H) + 
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40 

*-rVJ 




6-Me 

U iVlt/ 


HC1 


NMR : 2.41 (3H, s), 5.54 (1H, s), 8.22 (1H, s). ; 
FAB : 282 (M+H) + 


41 


D 


8 -Me 




NMR : 2.50 (3H, s), 5.64 (1H, s), 8.20 (1H, s). ; 
FAB : 282 (M+H) + 


49 


■2 
J 






NMR : 1.28 (3H, t, J= 7.3 Hz), 5.42 (1H, d, J= 
7.3 Hz), 8.34 (1H, s). ; FAB : 296 (M+H) + 


4^ 






HC1 


NMR : 3.85 (3H, s), 5.52 (1H, s), 8.21 (1H, s). ; 
FAB : 298 (M+H) + 


44 




7-OMe 




NMR : 3.85 (3H, s), 5.53 (1H, s), 8.20 (1H, s). ; 
FAB : 298 (M+H) + 


4S 


Q 

J) 


q.OMp 


HC1 

J. 


NMR :3.89 (3H, s), 5.66 (2H, brs), 8.20 (1H, s). ; 
FAB : 298 (M+H) + 


tu 






2HC1 


NMR : 2.85 (6H, s), 5.58 (1H, s), 8.32 (1H, s). ; 
FAB : 325 (M+H) + 


47 


3 


8-CH 2 NMe 2 


2HC1 


NMR : 2.79 and 2.85 (6H, s and s), 5.99 (1H, s), 

O /"ITT \ T" 1 A T» - O O C /A /f ) T T\~^~ 

8.33 (1H, s). ; FAB : 325 (M+H) 


48 


3 


5-CH 2 OH 


HC1 


NMR : 4.89 (2H, s), 5.56 (1H, s), 8.24 (1H, s). ; 
FAB : 298 (M+H) + 


49 


3 


8-CH2OH 


HC1 


NMR : 4.84 (2H, s), 5.69 (1H, s), 7.44-7.50 (2H, 
m). ; FAB : 298 (M+H) + 


50 


3 


5-CH 2 OMe 

1 


HC1 


NMR : 3.39 (3H, s), 5.57 (1H, s), 8.23 (1H, s). ; 
FAB : 312 (M+H) + 


51 


3 


8-CH 2 OMe 


HC1 


NMR : 3.39 (3H, s), 5.69 (1H, s), 8.24 (1H, s). ; 
FAB : 312 (M+H) + 



1 

Table 1 1 




Ex 


Syn 


R 7 


R 8 


Sal 


Dat 


4 


4 


-H 


-CI 




NMR : 6.26 (1H, s), 7.40-7.45 (1H, 
m), 8.36 (1H, s). ; FAB : 286 (M+H) + 


5 


5 


-H 


-NH 2 


2HC1 


NMR : 5.54 (1H, brs), 7.54 (1H, dt, J 
= 7.3, 1.0 Hz), 8.61 (1H, s). ; FAB : 
267 (M+H) + 


6 


6 


-CH 2 OH 


-CH 2 OH 


HC1 


NMR : .3.78 (4H 5 s), 7.38-7.46 (2H, 
m), 8.34 (1H, d, J= 0.9 Hz). ; FAB : 
312(M+H) + 
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52 


2 


-H 


-H 




NMR : 3.96 (2H, s), 7.31-7.42 (2H, 
m), 8.31 (1H, s). ; FAB : 252 (M+H) + 


53 


2 


-H 


-Me 


HCl 


NMR : 1.54 (3H, d, J= 7.3 Hz), 4.07 
(1H, q, J= 7.3 Hz), 8.49 (1H, s). ; 
FAB : 266 (M+H) + 


54 


2 


-H 


-F 

1 


HCl 


NMR : 6.60 (1H, d, /= 52.7 Hz), 7.49 
(1H, t, J= 7.8 Hz), 8.36 (1H, s). ; 
FAB : 270 (M+H) + 


55 


2 


-H 


-NHCOCH3 


HCl 


NMR : 1.98 (3H, s), 6.11 (1H, d, J= 
7.3 Hz), 8.14 (1H, s). ; FAB : 309 
(M+H) + 


56 


2 


-OH 


-Me 


HCl 


NMR : 1.64 (3H, s), 7.39-7.43 (2H, 
m), 8.26 (1H, d, J= 1.4 Hz). ; FAB : 
282 (M+H) + 


56a 




-OH* 


-Me* 


TJPI 


RT : 7.39, Proc.A ; 
FAB : 282 (M+H) + 


56b 




-OH* 


-Me* 


HCl 


RT: 11.98, ProcA; 
FAB : 282 (M+H) + 


57 


1 


-OH 


-Et 


HCl 


NMR : 0.42 (3H, t, J= 7.3 Hz), 2.04- 
2.18 (2H, m), 8.19 (1H, d, J= 1.0 
Hz). ; FAB : 296 (M+H) + 


58 


2 


-OH 


-Bu 


HCl 


NMR : 0.65-0.75 (5H, m), 7.39-7.44 
(2H, m), 8.18 (1H, brs) ; FAB : 324 
(M+H) + 


59 


2 


-S(CH 2 ) 2 S- 


HCl 


NMR : 3.83-3.90 (4H, m), 7.46-7.50 
(2H, m), 8.57 (3H, m) ; FAB : 342 
(M+H) + 


60 


9 


-0(CH 2 ) 3 - 


HCl 


NMR : 2.25-2.44 (4H, m), 7.39-7.46 
(2H, m), 8.37 (1H, d, J= 1.5 Hz). ; 
FAB : 308 (M+H) + 


60a 




1 -0(CH 2 ) 3 -* 

1 i 


HCl 


RT : 14.34, Proc.B ; 
FAB : 308 (M+H) + 


Ov/D 




-0(CH 2 ) 3 -* 


HCl 


RT: 18.66, Proc.B ; 
FAB : 308 (M+H) 


61 


1 


-CH 2 OMe 


-CH 2 OMe 


HCl 


NMR : 3.17 (6H, s), 3.45 (4H, s), 8.39 
(1H, d, J= 1.0 Hz). ; FAB : 340 
(M+H) + 


62 


1 


-(CH 2 ) 2 OMe 


-(CH 2 ) 2 OMe 


HCl 


NMR : 2.33-2.48 (4H, m), 2.87 (6H, 
s), 8.56 (1H, s). ; FAB : 368 (M+H) + 


63 


1 


-(CH 2 )2- 


HCl 


NMR : 1.81-1.86 (2H, m), 7.27-7.31 
(1H, m), 8.20 (1H, d, J= 1.4 Hz). ; 
FAB : 278 (M+H) + 
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64 


1 


-(CH 2 ) 4 - 


HC1 


NMR : 1.94-2.02 (2H, m), 7.38-7.45 
(2H, m), 8.40 (1H, s),. ; FAB : 306 
(M+H) + 


65 


1 


-OH 




HC1 


NMR : 1.37 (2H, d, J= 1.7 Hz), 7.40- 
7.46 (2H, m), 8.12 (1H, s). ; FAB : 
352 (M+H) + 


66 


1 


-H 

1 




HC1 


NMR : 4.12 (1H, d, .7=3.0 Hz), 7.43- 
7.48 (2H, m), 8.30 (1H, s). ; FAB : 335 
(M+H) + 


67 


1 


c 




HC1 


NMR : 3.21-3.24 (2H, m), 7.43-7.45 
(2H, m), 8.57 (1H, s). ; FAB : 334 


68 


9 


-OH 


-OCH 2 OMe 


r j 


NMR : 1.64 (3H, s), 3.04 (3H, s), 8.24 
(1H, d, J= 1.5 Hz). ; FAB : 326 
(M+H) + 


69 


9 


-OH 


-0(CH 2 ) 2 OMe 


HC1 


NMR : 1.67 (3H, s) ? 3.13 (3H, s), 8.22- 
8.24 (3H, m). ; FAB : 340 (M+H) + 


70 


9 


-OH 


-0(CH 2 ) 3 OH 


HC1 


NMR : 0.87-0.94 (2H, m), 3.19 (2H, t, 
J= 6.6 Hz), 8.17 (1H, s). ; FAB : 
326(M+H) + 


71 


9 


-OMe 


-Me 


HC1 


NMR : 1.67 (3H, s), 2.65 (3H, s), 8.30 
(1H, d, J= 1.5 Hz). ; FAB : 296 
(M+H) + 


72 


9 


-OMe 


-Et 


HC1 


NMR : 0.43 (3H, t, J= 7.6 Hz), 2.68 
(3H, s), 8.17 (1H, d, J= 1.5 Hz). ; 
FAB : 310(M+H) + 


73 


9 


-OMe 


-OMe 




NMR : 3.29 (6H, s), 7.36 (1H, dt, J = 
0.9, 7.6 Hz), 8.24 (1H, s). ; FAB : 312 
(M+H) + 


74 


9 


-0(CH 2 ) 2 0- 




NMR : 4.33-4.42 (4H, m), 7.32 (1H, 
dt, J= 1.0, 7.3 Hz), 8.21 (1H, s). ; 
FAB : 3 1 0 (M+H) + 


75 


9 


-(CH 2 ) 2 0(CH 2 ) 2 - 


HC1 


NMR : 1.76 (2H, dt, / = 13.7 Hz, 4.9 
Hz), 4.06-4.11 (4H, m), 8.52 (1H, s). ; 
FAB : 322 (M+H) + 


76 


9 


-(CH 2 ) 2 NMe(CH 2 ) 2 - 


2HC1 


NMR : 1.63-1.71 (2H, m), 2.54 (3H, 
s), 8.92 (1H, s). ; ESI : 335 (M+H) + 



WO 2005/080322 



PCT/JP2005/002950 



45 



Table 14 



5 




Ex 


Syn 


R 1 


R 7 


R 8 


Sal 


Dat 


77 


1 


5-F 


-OH 


-Me 


HC1 


NMR : 1.69 (3H, s), 7.25-7.30 
(lH,m), 8.29 (1H, d, 7=1.5 
Hz). ; FAB : 300 (M+H) + 


78a 










HC1 


RT : 3.97, Proc.C ; 
FAB : 300 (M+H) + 


78b 






-OH* 


JLYJLV' 


HC1 


RT : 5.78, Proc.C ; 
FAB : 300 (M+H) 


79 


! 


5 -Me 


-OH 


-Me 


HC1 


NMR : 1.62 (3H, s), 2.66 (3H, s), 
8.28 (1H, s). ; FAB : 296 (M+H) + 


80 


1 


5-Et 


-OH 


-Me . 


HC1 


NMR : 1.29 (3H, t, J= 7.3 Hz), 
1.61 (3H,s), 8.26 (1H, d, J= 1.9 
Hz). ; FAB : 310 (M+H) + 


81 


1 


5-CF 3 


-OH 


-Me 


HC1 


NMR : 1.67 (3H, s), 7.65 (1H, t, 
J= 7.8 Hz), 8.37 (1H, d, J= 1.4 
Hz). ; FAB : 350 (M+H) + 


82 


1 


8-Me 


-OH 


-Me 


HC1 


NMR : 1.69 (3H, s), 2.55 (3H, s), 
8.23 (1H, d, J= 1.5 Hz). ; FAB : 
296 (M+H) + 


83 




5-Me, 8-Me 


-OH 


-Me 


HC1 


NMR : 1.67 (3H, s), 2.53 (3H, s), 
2.67 (3H, s) ; FAB : 310 (M+H) + 


84 


2 


5-F, 8-Me 


-OH 


-Me 


HC1 


NMR : 1.70 (3H, s), 2.53 (3H, s), 
8.29 (1H, d, J= 1.5 Hz). ; FAB : 
314(M+H) + 


85 


2 


5-F 


-S(CH 2 ) 2 S- 


HC1 


NMR : 3.87 (1H, dt, J= 11.0, 3.9 
Hz), 3.89 (lH,dt, J= 11.0,5.8 
Hz), 8.64 (1H, d, J= 1.5 Hz). ; 
FAB : 360 (M+H) + 


86 


1 


5-F 


-(CH 2 )20(CH 2 )2- 


HC1 


NMR : 1.74-1.80 (2H, m), 7.32 
(1H, t, .7=8.3 Hz), 8.54 (1H, s). ; 
FAB : 340(M+H) + 


87 


9 


5-F 


-OMe 


-Me 


HC1 


NMR : 1.69 (3H, s), 2.67 (3H, s), 
8.32 (1H, d, J= 1.5 Hz). ; FAB : 
314(M+H) + 


88 


9 


8-Me 


-OMe 


-Me 


HC1 


NMR : 1.72 (3H, s), 2.68 (3H, s), 
8.22 (1H, d, J= 1.5 Hz). ; FAB : 
310 (M+H) + 
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89 


9 


5-F, 
8-CH 2 NMe 2 


-OMe 


-Me 


2HC1 


NMR : 1.81 (3H, s), 2.76 (3H, 
s), 8.42 (1H, s). ; FAB : 371 
(M+H) + 


90 


9 


5-F, 
8- 


-OMe 


-Me 


2HC1 


NMR : 1.81 and 1.82 (3H, s and 
s), 2.77 and 2.78 (3H, s and s), 
2.84 and 2.85 (3H, s and s). ; 
FAB : 415 (M+H) + 



Table 16 




Ex 


Syn 


R° 


R 1 


Sal 


Dat 


7 


7 


• 

-H 


-CH 2 OH 


HC1 


NMR : 4.91 and 4.93 (2H, s and s), 7.45- 
7.56 (2H, m), 7.63-7.74 (2H, m). ; FAB : 
3 1 1 (M+H) + 


91 


9 


-H 


-H 


HC1 


NMR : 7.51 (1H, dt, J= 7.3, 1.0 Hz), 7.59 
(1H, dt, J= 7.3, 1.0 Hz), 8.36 (1H, s). ; 
FAB : 281 (M+H) + 


92 


9 


-Me 


-H 


HC1 


NMR : 4.24 and 4.25 (3H, s and s), 7.44- 
7.65 (2H, m), 8.22-8.36 (2H, m Hz). ; FAB : 
295(M+H) + 


93 


9 


-H 


-F 




NMR : 7.29-7.61 (2H, m), 7.78-7.84 (1H, 
m), 8.18-8.29 (2H, m). ; FAB : 299 (M+H) + 


94 


7 


' -H 


-CH 2 NMe 2 


2HC1 


NMR : 2.87 (6H, s), 4.83 (2H, s), 7.44-7.65 
(1H, m). ; FAB : 338 (M+H) + 


95 


7 


-H 


-CH 2 OMe 


HC1 


NMR : 3.41 and 3.42 (3H, s and s), 4.82 and 
4.84 (2H, s and s), 7.43-7.60 (2H, m). ; 
FAB : 325 (M+H) + 
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Ex 


Syn 


R 7 


R 3 -n-r 4 


Sal 


Dat 


8 


8 


H 


H 0 
H Me 




NMR : 0.94-0.99 (6H, m), 4.20 (1H, d, 
J= 4.0 Hz), 5.54 (1H, s) ; FAB : 350 
(M+H) 


96 


2 


Me 


NMe 2 
NH, 


HC1 


NMR : 1.63 (3H, s), 3.18 (6H,s), 8.16 
(1H, s) ; FAB : 3 10 (M+H) + 


97 


2 


Me 




HC1 


NMR : 1.21 (6H, t, J= 6.8 Hz), 1.63 
(3H, s), 8.16 (1H, s) ; FAB : 338 
(M+H) + 


98 


2 


Me 


H 




NMR : 1.59 (3H, s), 3.80 (2H, t, J = 
8.8 Hz), 8.24 (1H, brs); FAB : 309 
(M+H) + 


99 


2 


Me 


H 


HC1 


NMR : 1.61 (3H, s), 3.42 (2H, t, /= 
8.8 Hz), 8.27 (1H, brs). ; FAB : 325 
(M+H) + 


100 


2 


Me 


H 
H 




NMR t l.OZ {3tl, S), O.SJ SJ, 5. ZD 

(1H, d, J= 0.8 Hz). ; FAB : 306 
(M+H) + 


101 


2 


Me 






NMR : 1.64 (3H, s), 7.29 (1H, d, J= 
3.6 Hz), 8.31 (1H, d, J= 1.6 Hz). ; 
FAB : 323 (M+H) + 


102 


2 


Me 


h 




NMR : 1.61 (3H, s), 7.91 (1H, d, J= 
7.6 Hz), 8.23 (1H, d, J= 1.6 Hz). ; 
FAB : 307 (M+H) + 


103 


2 


Me 


H 




NMR : 1.64 (3H, s), 7.94 (1H, d, J= 
7.8 Hz), 8.23 (1H, d, J= 1.6 Hz). ; 
FAB : 308 (M+H) + 


104 


2 


■ 

Me 


-NH 2 




NMR : 1.60 (3H, s), 7.90 (1H, dd, J = 
8.0, 1.6 Hz), 8.07 (1H, d, J= 1.2 Hz). ; 
FAB : 240 (M+H) + 
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Table 1 8 



Ex 


Syn 


Str 


Sal 


Dat 


105 


■ 2 


O 


NH 2 
-N^NH 2 


HC1 


NMR : 4.26 (2H, s), 7.36-7.46 
(2H, m), 8.25 (1H, d,J= 7.8 
Hz). ; FAB : 252 (M+H) + 


106 


2 




HC1 


NMR : 4.01 (2H, s), 7.36-7.44 
(2H, m), 7.83-7.91 (1H, m). ; 
FAB : 252 (M+H) + 


107 


2 






NMR • 7 33-7 39 C2H m) 7 75 
(1H, dd, J= 8.0, 1.2 Hz), 8.04 
(1H, d, J= 7.6 Hz). ; FAB : 266 
(M+H) + 


108 


2 






h;nh 2 


HC1 


is. T A AT? • H AH (\ TJ t T — 1 A WrA 

7.68-7.73 (2H, m), 8.67 (1H, 
s). '; FAB : 266 (M+H) + 


109 


3 


OH 


MH 2 

H 2 


HC1 


NMR : 5.51 (1H, s), 7.35-7.44 
(2H,m), 7.83 (1H, d,J=7.1 
Hz). ; FAB : 268 (M+H) + 


110 


3 


OH 


1 

Nff 2 NH 2 


HC1 


NMR : 5.59 (1H, s), 7.39 (1H, 
t, .7=7.4 Hz), 8.74 (1H, s). ; 
FAB : 268 (M+H) + 
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it 3fc <d m m 

1. TIB— JK5£ (I) -e^^n^^/^^^^^X^-^rO^^^^fF^^ 




( I ) 



R 1 RXI R 2 : HI— XteSW^ftoT, -R°, <£SfcT/i"{r~/K {S^T/V^r- 
/V, Ad^y, -OH. -0-R\ -O-CO-R 0 , -NH 2 , -NR 6 -R\-CN. -N0 2 , - 
CHO, -CONH 2 , -CO-NR 6 -R°, -C0 2 H, -C0 2 -R\ -CO-R\ -NR 6 -CO-R°, - 
NR 6 -C0 2 -R\ -0-CO-NR 6 -R\ -SH, -S(O) p -R 0 , -S(0) 2 -NH 2 , -S(0) 2 -NR 6 - 
R\ -NR 6 -S(O) 2 -R 0 , -R 00 -O-CO-R°, -R 00 -NR 6 -R°, -R 00 -CN N -R 00 -CONH 2 , - 
R 00 -CO-NR 6 -R° . -R 00 -CO 2 H, -R 00 -CO 2 -R\ -R 00 -CO-R° , -R 00 -NR 6 -CO- 
R\ -R 00 -NR 6 -CO 2 -R\ -R 00 -O-CO-NR 6 -R° n V^nT^/HI^M 

fp— rni„ Ci(c^itiiia?P^Tnf|j; N j£aT/v3vK -OH, - 
O-R 0 , -NH 2 , -■NR 6 -R\RU^y (=0) ^b^5P<fc 9 3H*R£*t6 1~ 

1 

2 {® O-g^S^g^ $ fhX V ^ T t <£ V > ; 
R° : HI— 3g=b< «SVM-l*ot, -OH. -O-CwT/^/K -NH 2 > -NR 6 -C M 
T/i^/i^tA^n^^feftS^J; OS^&ftS 1 ^lOtfelTti 

R 6 : |H— 5gU< ttSV^IcSftot, |gft7;V^XSH ; 
R 00 : ^-fL<»lV^cll§oT, fi»7/V^rWy ; 
p : 0, 1 Xtt 2 ; ' 
n : 0, 1 Xtt 2 ; 
m : 0 Xfe 1 ; 

R 7 ^ R 8 : HO— XKEVM^oT, -H, -R° N ^n^, -OH, -O-R 0 , - 
NH 2 . -NR 6 -R°. -NR 6 -CO-R\ -O-R 00 -OH, -0-R 00 -0-R\ v^pT/^/K 

■^m^i^u^T^m, ^v^ft r 7 r 8 #^ ^ot, t^y (=o). 
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=N-OH, =N-OR° RUT F7t K n tf 7 = I 1 fl/frb ft £ 9 it$R. $ 

S(0)p- N -NR 6 -2£U«-CONR 6 -^ b^Sii?) StR £^51~2HH<D2 M 

%K:3~8Mt«r7gJ5fcLT , t>«fcV^ 
Z : -NH- ; 

R 3 : ; 25: t* 

R 4 2£U«R 5 : ^-X^HV^-m^o-C, -Hs -R 0 , -CO 2 -R 0 , -CO-R 0 , 

R 4 2WR 5 ^— ftt^ot 2<fM^j3cU R 4 xt) ? R 5 ^^urv>§- 
o-Xlis-tfcoTt ) J:<, ^l5Mtti£»7;v^K -oh, -o-r<\ - 

NH 2 , -NR^R 0 ,^!^^ V (=0) l~2i©t»tl^il 

2. R 3 tfS-HXteR°-Cfe«K R 4 23:t^R 5 ^-HXf*R 0 -efe5, tt^faH 1 

3. r\ R 4 2^t/R 5 ^vN-ftbt-HT?fe§, tuftsin 1 mm^mmfcxte^ <d 

4. R 7 M 8 ^^-^ l< ttBM^^ot, -H, -R°, -OH, -O-R 0 , -O-R 00 - 
OHX«-O-R 00 -O-R°-T:'fc?)^\ R'&TflR 8 ^— ftb ft V y*T?fo5, It* 
© I a ffl 3 fSic (DffzgffcX tt-fc <D W £ tb 5 t^ 0 

5. R'^MM^iot, r-CK -S(0) p -, -NR 6 -23:^-CONR 6 -^b^^S¥ 

6. N-C^T 5; 7 y fl/y)-9-t Kd ^riy-9H-77V^- l/>--2-;# A-^^rl 4 - 5 H\ 9- 
^7 p n-N-C^T 5 J y ^l^^)-9H-7 '/VHr jJ sVtf^-f- \ h\ N-(S?T 5; 
/ vy)-9-(t Kp^W 5; /)-5-(t: Ktidp-s^pt <5W)-9H- ^jV^tU ls-2- 
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;V3r 5: h\ N-(^7 5/^f vy)-9-t 

K> N-(^7^/^f I/y)-4',5'-^t Rn-3'H-^ tTn [7;V$r\s l/-9,2'-7 

^ V-^-^'-v^t: K p -3'H-^ t° p [7;Vi- ^ y-9,2'-7 7 ^^-^/I'^^f ? K 
(7fcf^tt#:B) N N-( '77 5 / ^ ^ V t° n [ v'^' p 7 p y-1,9'- 7/V 

9H-^/^W-2-^7/V#dpf-5 h\ N-(5?7 5 ^ * f UV)-5-7/Vto-9-t K 

fiH£ft: A) , N-C^T § 7 ^ ^ U^)-5-7/V^- n -9- 1 Kn^r V--9-P* 9VW-9H- 
1/ ^-TJ/V^^f- 5 K (7£^St£f*B ) , N-C^T 3; / y- f- W >-)-5'- 
^/v^pz^^nfi^^^^^^^'-^^^w^-^-^^^^f-S: K\ 



10. 5-HT2B^^^t^5-HT 7 SWf*:— Sftat^J^ ^^^B£#J<£>®Bi<E> 



I r I 



i i . 
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